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LY2955CCL LY573636 & U< it CQS ^fcfi^fr £ ©*&^^fc>ii:fc <£ 

m&^Mffimfe'&%:Mfeir&T?s±4 ^v^T. E7070 fciiH4£:^lH)elB«|^ 
E7820, LY186641. LY295501s LYASAP. LY573636 & £C« CQS &£^XiS'l4 



5 ^r^i~w £ SrBffl U/c o ^:^^#^^tb6)CD^^:^b^E7070,E7820,LY186641s 
LY295501^ LYASAP. LY573636 h V < i* CQS Jcfcte^ibO/m^'S-fc^ra:. 

— E7820 W\ iflf^ltiigiOTtS r. £ m J: X) , ir <tifc]k^m± 

10 m^ffi , &&£^ttMW&'&&^-t~Z. b&&&£tlX^Z> (WO03/074045) o io 
"C N if2©£flj!J-*<5< £ , E7070, LY186641, LY295501. LYASAP. LY573636 

%u<« cqs izfz.n^tib fr^'k, shwwftkm^wtffi-m-tz^ t 

yT^ K"a«^#K 0*b<fc* E7070, LY186641, LY295501, LYASAP, 
15 LY573636 % b < CQS £ tcU ZL fh h (DU^tm b JfeWfr^P-l-S^SC b (Dffi. 

l&L^rt^lBM^BT^ir^ (in vitro) fc*5V>T. E7820 te. 
i: f#Jl i" 3 - £ £ 9 . ^JM^TOfffJ fc*l"f 3 $cf+^J (combination index) 

20 7^V- (invivo) ^*5V^T. E7820 "O^X^:/ £ flfJl^S ^ b K £ 9 , 

t^ofco £ E7820te. ^^^iflfSriia -^v-X^ 

E7820 M^^^t©fI»N S^^M^ 03/074045 f^^7Vyb 
25 (WO03/074045) KUM, £ tbTV^S E7820 b in. VEGF b (D$rM \^lt-<X % 



fd 0 _hfB<£>£n ji,/^ , E7070, E7820. LY186641. LY295501, LYASAP, LY573636 

^b<te CQS ^±n^tih(Dm.^^^ ^i/Xv^ifffit5i bfci: 
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^ Y^^ik-Btm, 3Sf * b < n E707(K E7820, LY18664U LY295501. LY-ASAP. 
LY573636 t> L < fit CQS ^fcte^ift b<D#£3^:bi§:£ (DjfB.^.'g- 

(2) (a) ^Aofcl'TS F^^^^lfiLVff^P-i-*^K^^#ffli~ ; S-i^l2 

(b) ^/^yr^; K-a^r-fb^^^tfis^m^^t. 

(4) ^;v*>>T^ F^fc&mbskWm&mmmWb%&mz& J 3-1rZ>Z.bZ: 
-^^(I) 



[5£*K Ete. -O-s -N (CH 3 ) — n -CH 2 -, -CH 2 CH 2 -*fcii 
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—m^: (ii) 
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(ii) 



LTV^T% iV^C 2 . 5 7/Va#^;V^^ix -bP^ 7^KS> -O (S 
0 2 ) CH 3 , — N (CH 3 ) 2s TK^S, til?:ft5 7xn^ 



I^^py vjm^^fc«emS^r^"bTV^T% J^c 1 _ 6 T7i'3vv2£ (libs 
R6b jjsjijiJSSr^ruTV^Tt) J^C^eT/v^/t^tf) £ R 5b fi7K^®^"C 

^ylft fc fig^*£r^ UTV^T % J: v^ c 1 _ B T/v-^/v£T?fe 
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ci 



Br 
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(IV) 



£fe N tufB^/i^^^T^ K-^^-fh^^, 
5£(IX) 



-e^^^tLS-fb-a-'fe. t>u< i±*©^«^ttfcfN££*LS:fi^ £ fete-tax & 

^fe, *^pj«wT(-M-r^o 

( 7 ) >-T 5 F-^^T'fb'^^ VEGF receptor kinase PM^ff i ^rSli.^-^ 

( 8 ) (a) ^/VTfr^T 5: K^^T-ffc^* £ VEGF receptor kinase BEW^ft £ 
fflfSi ££fE«Ufe. ^^#*5<fO«^#S:#36^ft5^ 

(b) ^;w#V7 5 F-a-^fc;^Sr-atP^^I.^#f^> 
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(9) ^;W*y7^ Fttft^^^T*/i5IIJh VEGF receptor kinase 

(10) X;V*yj ^ K^^b^^l £ VEGF receptor kinase R&^feSt £ £r j§>^ 

(11) VEGF receptor kinase P£^fC irli-^t^^T^ 3 

(12) VEGF receptor kinase PJ.*WK£ £ feidB^^S-^^tbS - t £r#m 

— $£5£ (XIV) 




(XIV) 



Xte-N (R 1 ) 

I 3 I 
— C(R 3 )— &tzlt N 

Sr. 
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Zfi-N (R 2 ) -^SSfcU 

^j^fp^JSrfclfS £ h&X%% 0 

fulB VEGF receptor kinase IWI^Sfte . 

(1 0) N- {2-^nn-4 - [(6, 4 -df 7 y /^) ^-^p-->] 

' :7^~/V} -N'- (5— — f y^rf y~P^) !?VT, 
10 (11)4- [( 4 — 2 -7 ^vW f K— /W— 5 — -f JV) 3r***/] —6 
-^^>-7- [3- (tfnyi^^-1 — f/V) ^nzK^v'] ^t/U^ 

(12) 6- [2- (y ^W^/W^^/l/) 7i=/VX;k7r^/V] — 3— E — 
[2- (tfyv^-2 — f/V) ^T=-/^l 4 y^V^/K 

(13) 5- ((Z) - (5 -^A^n- 2 -**y- 1 , 2-S?fcKn-3H- 
15 ^yK-;V-3-^yfy) y^/v) -N- ((2S) - 2 - fc Kn dp-V- 3 - 

^;V*yy-4-^;V7°nt°;v) -2, 4 - v?y f-;V- 1 H- fc°n — /V- 3 - 

(14) 3- r/Vy^/W 75/) -N- (4- ( h !i 7/^ 

ny h^f-i/) :7^~/v) ^^^cxi/ — 2 — F\ 

20 (15)' 6 — (2, 6-^PP7i^;V) - 8 f 2 -7x-;W75 7 

-8H-try K[2, 3 - d]try 5 1 

(16) 2 - ((1, fp - 6 -$r*y- try v 5 ^- 3 -^A-y ^/v) r 

5 y ) -N- (3- ( f D 7;i/tP ^ f ^) 7i^;V) - 3 — t:° y i?Z/ — $A' 
25 (17) 4- (4- (4-7pp-7x^7^7) -7p[2, 3 - d]V V & 
^ f ;v7 5 h\ 

(18) N- (3 - b y 7;Vtn^f/V- 4-7oo7x^) -N'- (4 - (2 
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(19) 4-7^/-5-7/Vtn-3- (6- ( 4 - 7 ^7V— K'^v 1 
-4 M - 1 H-^VX>f § ^^/-/V- 2 - >f /V) -lH-^r/!)y-2-t 

(20) 4 - (4 - ( 1 — T 5; 7-1 -7 ^/V-cc^vl/) — ^rc^/V) - 2 - (4 

- (2— ^-/k^y >--4 {;V-=^f-;V) -7x^7 5 7) -tfU^^^- 

(2 1) [6- [4- [(4 -rc^vH*^9 v 5 ^- 1 --f 7^/V] 7x=:;V] 

-7H-tft2n [2, 3-d] try ^ v?^-4 -^f/v] - ((r) -l-r^^c^ 

/Vcc^/V) 75^ 

(2 2) 9 - (1 -7 ^vl^ h^f) 7 1 2 - (3 - t Kn^n feW 

- 6H, 7H, 1 3H — f / [2, 1 -a] k'PP [3, 4-c]#/W^— 
/V— 5— ^"^^ 

(2 3) N- (2, 4-v?7/VtP7i^/V) -N*- {"4 -[ ( 6 , 7-^7 h^r 

(2 4) 5-[N-7^/V-N- (4-t^^ r f^t^^7a=/I') Tir^/V] 
T 5: 7 — 2 - 7 ^/V^-^-^O-yV jy ^ T v' y K % 
(2 5) N- [4- (3-7?/-lH--f7^/-/V-4-^7^ 

- N'— (2 — 7/V^-n— 5 — j-*f-;V~7^~ ;V) ^UT^ 

(2 6) 2-7^-71^-6- [2- (1 -7^/1^- 1H— f — As- 2 

-=f-zz. / [3, 2-b] t°D^y-7— f^t^7] -^>-7 [b] ^-^-t 7 ^ 

(2 7) (R) -1- (4- (4-7/Vtn-2-^f;V-lH-^7K- /V- 5 
— f /l^^^) -5-/f-;vt°nn [1, 2-f] [1, 2, 4] MJ7^77- 

*S«fct5 

(2 8) (S) - ((R) -1- (4- (4-7/^n-2-^f;V-lH-{yF 
— ;V- 5 -^/K^iX) -5-^f;Vt°nn [1, 2-f] [1, 2, 4] by 
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/J^*5P^bl^$ti5'M< t % & b< ft ^(£313^1^- 

* fc N buIB VEGF receptor kinase PM^SCft. 
5 4- (3-^ nu — 4- (^^n7 , nlf/H^;^=/V) T^/^^/^r 
*✓) _7 -/ f^riX— 6 -dp-/ U ^/Vtf^l^ h\ t> b< ft-^ O^S^I^-fF 

io usa^js.t^^y h#^lft£ft5o 

J; «9 JM£ift fcift. 5 K^ft^s b < ft E7070, LY186641, 

LY29550b LY-ASAP. LY573636 t> b < ft CQS ;£fcft:ift jfil 

0* b < ft E7820 £ VEGF receptor kinase PJ-^^lf t -ii-i 
tf^y h^ft^fts ^(D^^fc«Jfet : f^^©PJ-* : ^-fflV^6i i^-SXlg^^o 

20 

Slit »Jll^It5 DNAv-r^nTW fc:*5»*5Pi?JiftJ* 9** — 
25 0 3(i, Hi£#!l2 M^itS DNA-^-Y WfcJSttSRWifitl^^^^^- 

HI 5 ft. HMJ 2 DNA-^^nTWfc:fctt5PgSl$^7** — 
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H6tt, mt&i£M&lfflfe&&t&l£'tZ>T iz-fe-f m*5ttSs HCT116-C9. 
HCT116-C9-C1 33 J:t> HCT116-C9-C4 fcfchf 5 E7070.E7820. CQS.LY186641, 
LY295501 *5 J: LY- ASAP ©i|9a6t*1lffi!lf^ffl«r^U/tt>©T?*>5o 
5 0.7 tt. ^JBSifM^M^tt^ill^-rST^-fe^ S^tf^ HCT116-C9, 

HCT116-C9-C1 33 J: TJ« HCT116-C9-C4 fc*f"t" 5 E7070 *3 <£ U« LY573636 (Digfe 

&tffl Sr^ b t> © 1? *> S o 

08ii, t h^IiiJS&BJMc (Colo320DM) ^T^^t^^VV (in vivo) ^33 

»t5«aHtSlfc*i ,, t"5 E7820 fc^<>*vX^:/fc©#Jl IS 8 * 

10 ^^o.oi*^-e^lt^j^^^^m^feofc^ ^^-r 0 18^ fi! 

|9S, t h^fli-giMtt (Colo320DM) ^tT^W^T*^ (in vivo) &-£5 

E7070 fc^>*v;*^:/£©#JlS&*«:^-*% 
@10il t M?ft*ilJtetStc (786-0) ^cT^fit^W (in vivo) Mfr^fi 
15 SiM^*t1~<5 E7820 £ 4 - (3-^nn-4 - (i/^ tW7 5. / ^P/f? 

fflif^^fo 010^, fl^i&Aii. 4- (3-^nn-4- (i/^n^nt 0 

20 

25 -C#S 0 
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wiT^fc^T, ^py^ifj tfe, y^mw^, hhi^^tc 

tVH (n - tVP-S) . 2-y°n fcWI ( i (iso) -Zfxi 4 Vzfv \f;V 

2£k 2 — ^ ^/V- 1 - ^ n tf ( i - /f/^S^ V . 2-^ f-A^— 

2 - zf u tVH ( t (tert) - zf?yl'&) s 1 - ^A-S ( n - zf^A^) , 2-Zff- 



7V: 



( s (sec) - -f^-MSSi > 1— (n-^yf;vS (T^;H)), 2 



io - ^ ^vv- l - -f^-/vm ( 2 - * ^/vy*=?-;vm) . 3 - * f-As— l - y^/^M (4 y 

Kyf;H) x 2—^^^—2—7^/^ ( t (tert) — ^V^WS) N 3— * S ?A' — 
2 ( 1 , 2 - ^Tif/^n tWS) „ 2 , 2 - v 5 ^ \-zfxx tf;H 

(i^^iX^vvKK 1 (n -^^V;^), 2-^^8.(1-^ 

^•/W^^vV'JS) „ 3 ( 1 -xf/i/^^vl) „ 2 —t'f'A'— 1 — 

15 f;H (2-^f;v^yf;H)^ 3 l — ^^/v^ ( 3 — * <?vw<:^ 

/Wfi (1, l-v^^/K/^VVXK 3-^^-2-^>-^/VS (1, 

/v^f^S) N 4-^^/v-2— (l, 3 — s^^vk^vvSK 2—^ 

^71'— 3 — ( 1 — zc^jV— fcWfiK 3—^^-/1^— 3 

20 ( 1 -rc^/W- 1 ^-;vzfxx \?A^m , 2, 3 - ^;V- 1 -Zf^A^ 

(2, 3 — 5?* ^Vl'^/l'SK 3, 3 -*J*^;V- 1 -^/l-S (3, 3-v 7 ^^ 

s 2 , 2 - ?vv- l - y^/vm (2, *?~;vy*?yvm , 2 

— ct^VV— 1 -:/^vH£ ( 2 -^^-/V-y^/VK) % 3 , 3 - ^VW- 2 — ^^VWiE 
. (1, 2, 2- MJ ^^VK/nfcWfiK 2, 3 —i?*3-A'— 2 — zf^A^Sk (1 , 1, 

-zf^A-m, 2-y^A^m%&ifz>z.b&x%z> 0 

13 



WO 2006/030941 



PCT/JP2005/017228 



•CW\ p^V^S. 1, 2-^^i/^ N 1, l-^U^m, 1, 3-7°nt: 0 U 
r=;wS, 3-^~A-X, ^^-r^/vS. ^Mr—^^ft^a 5 



Pt^f^S, tfv^n[2. 1. 0]^^/V*, \?iy?n[3. 1. 0]^J//1/ 
tfv^n[2. 1. l]^^iX/l^ fcT^^n[4. 1. 0]^f;H. tfv^ 
n[2. 2. 1]— ^)Vm (s A"&;V^;VW), tf->^n[3. 3. 0]^"^^S, 
20 fcfv^n[3. 2. tfv^n[2. 2. 2]J*-^ < ?vl*fc£rfl s S>ff 

25 <D^i^*lt^X£lce£U IrMJibtit 7*=/^ l-^7^y«, 2- 
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^ ^ y V ;vS, MJ T y V rh7/P y y AS. t? 9 y y AS. 

^-drf-y^y /i/^ N ^ y^=^f-y V A-S. yfT^D^S, 7 9 if— AS> f7v? 

t^t^r/y as. fyi^s. tr^s?— as. 
t° y ^ /vs. h y r y y =^ y ^ y y as. >f 

37 ^ ^ s^A-ak -f 5 ^y y v*a-s. ^ ^ ?y*?-T y v as. 4 ^ 
t^f/y a^s. ^vw^p^ -o-y^if-y y as. ^yxv^^^/y 
;n, -y ^ k y a* y-f ^ Ky ^y y a-s. t°nnt°!) >>as. ^ 

i/t°y v^s. 7nti >ws. ^y/fr^7y y as. ^yyt^rt^r/ 
y as. tf y Kt° y ^ as. y as. ^^y^.^— a-s. y y 

AS&£f3 s fc&f fbtLSo 

t°ny -f 3: ^y y as. y y as. tr ^ y y as, ^-^f - y y as. -y 

y ^-df-^y y ;H, y^-ry V AS. tf y v>aS. t° y s: i?^;H^I>lf5 n £ 

;£!^#^£^-C. r 3 ~ 1 OM^T^^^^SJ 
( 1 ) Sl*#fifc*t* SJS-^^SfcdS 3 ~ 1 0 fitffc <9 . 

(3) #4>^z:m^^i~2j@^-evM:%J:<. 

(4) it^i^A^— /vS. ^A^-r— AS^fcte^A-^— A-S£ri ~3'f@-g-/u-e 
tit 7^y^;H^ 7ffi?-;^ t° P y y r*£ 
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/^/V-g. T^SU—JV^ tVy^/V^ ^7-f/^;Vl % ^7^*^!, ^> 

Tif if ti [ 2 . 2 . l J^f^S, ^/v* y =w3£ N ^^-^/v^ y l , 

l — yT-^r^esu^ y ~/vg, t^^7-;Hx t^ft^^^S, f f7tF 

y if a* & if £> & o 

r 3 ~ 1 0 m^^M^T n H^gj <Z>£?5g&$] £ Lt tt x T y *J~7V^ T 

v ! 7^/^/i'I> ^/V/K y ^-^r^:;v-^ y =^3£ N l , l — v^^y^^e- 

10 /V*: y =■ 7f7fc Kp7!) /pJ^ 7f7t Kp — ;vm&&>\f 5 - £ # s ^? 

15 tf^yfik 2-^^VV— 1 -/o^v'S ( i - ^ h <*f- ->2£k 2-^^/V-2- 
/n^^S (t-y>dr^S). l-r/T^f* ( n - :/ h * fSK 2-7* 

(s-^b^'>I)> l -^v^/v^i/^ 2 -^yf;vt^r^S> 3 ^ 

tW^v'K. 2 1 -7^^S, 3-^f/V-l-7>^^l, 2- 

^^VV- 2 b^v^S, 3 —tf-jV— 2 -y>^^^ 2, 2-v^tW- 1 - 
20 y°n/Kdf^S. 1 — ^^r-y/^^r-yS. 2 -^^^/Vt^^ 3 ~~^*SA'3r*t 
^S, 2 — ^ — 1 -^<^^-/V^-^r^S s 3 — * .1 -^yfM^ri/S^ 

4 tVV— 1 — ^^^Vl'^^v'g. 2 2 — ^i/^/Vo^v^. 3 — ^ 

^/V- 2 — <>-^/V^-^r^S> 4 -^^A— 2 -^yf^t^^l, 2-^7^/V- 

3 -^i/^/v^^-y^ 3 — ^ 3 -^yf-;^^^ 2, 3— \?*=f->v— 

25 3, 3 -S^^VV- 1 -^h^iXSs 2, 2-^y^-/V-l-y* 

b^y^ 2-xf;l/-l-^h^i/S, 3, 3 --y^^/V- 2 -:/ b^rv^ 2, 

rc 1 _ B 7;V3^vSj ©^l^ilttt, rc 1 _ 4 7/V3= 3 r^Ij Sr^f6- 
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3£ N rc^/^^-S. 1 --7° a tVV^^-^ (n -7°n tdVl^-tf-Sk 2 -^n fcT/U^^- 
• 3£ ( i —zfv \?;V=?-$-m Wy^nt°;WS))^ 2 *f-jv- l — fcVi^^J- 

m ( i -r/fw-^^s (>r y^fts)), 2 -^^/u- 2-zfn tv^f-ts ( t 

(tert) - % 1 - zf^/V^^-m ( n - ^^frf-frHS > 2 - zf^A"?* 

10 X ( s (sec) - Zf<?Jl"?&&) , 3 i 

^^vl^^K. 2 - ^ 1 - -f'f-As'f-'fr^ 3 — ^ ^W— 1 - ^f/Vfti, 

2 —^^-/V— 2 -^f^ftSx 3 —ft-fls— 2 —Z^f-A^f-^-^ 2, 2— S?^^ 

jv^-ir^ 2 l -^^^/v^-^-X. 3 -^^;v— l — ^i^/v^;*-^ 

15 4 — ^^v— l — s<ls?-;V<f-^^ 2 —2 f-;v— 2 — 3-^tvv 
— 2 4 — ;*^vv— 2 -^<z/^;v^-3rm, 2—^^^-3-^<> 

f/UftS, 3 -;*7W— 3 -^^^/V^^-K. 2, 3 — SM^VV— 1 —Zf^-A^f- 

tS, 3, 3— s^^w— l -/f;^ftS> 2, 2 — s^^vi"— l -zff-A'tf-jr 

2 -rc^/V- 1 — 3, 3 -v?^^-/^- 2 2, 

20 3 -v^^vW- 2 -^fV^^ta^tbtf bthZo 

rc 1 _ 6 T/^ft*j ©&I^ttT«:> rCj.J/^/^tlj 2rW 
0!*.^ ^ f tl, xf/vftS, l -^n Wti^ 2- 

i-y^/v^^ N 2 -y^As^&m&foif srtms. 
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Ol^^W^^i^ tfv-^a[3. 1. Ol^^r^/V^^rv'S^ 1. 
X]^^^^^-^^^ lfV^t3[4. 1. O]-^^^/^^^^ tTV^n[2. 2. 
l]^^ 3 ^-/^^^* (y/vjj?/w=. /l^^i^h tfv^n [3. 3. 0]^-^^/v^- 
dri/S % fcTS/^n[3. 2. tT^^u[2. 2. 2]^5W 

7 ^1, rc^/VT 5 7 * N 1 -7n fcVVT ^ /S(n-^a fcVVT 5 7 S) % 

£ ( i - :/fvKT 5 7 2£K 2-^f;V-2-/nIf^T^/S (t-^f^T^y 
S) N 1-^;V7^/S (n-^W5;I), 2-/^7^/1 (s-y^f- 

1 N 2-yf;V-l-^f^75/I, 3-^^-1-7^75/1^ 2-7 
^/v-2-^7WT^/S. 3-;f;v-2-7f^7 5/S, 2, 2-v ? 7^/V 



- 1 — r/n t>r> ;S, l-^^/V7 5/I, 2 -^rlyjVT ^/S, 3 

^i/;V7$/^ 2 - ^ f ;v- l --^y f ;V7 ^ / 3 — 7^/^-1-^^^ 

7> 71, 4-;f^-l-^^W^;I, 2 -7 5VV- 2 -^yf/V75 7 
L 3 -7^vV— 2 -^yf/V7^ 71, 4-7^/1/- 2 -^^W^ 71, 2 
-;f/V-3-^yW^/^ 3 —*f-)V— 3 — <y^7^ 7&, 2, 3- 
^^-l-/f^7 5/ & 3, 3-^^-1-7^7^71, 2, 2 
-^f;Wl-7W^/l, 2-xf;V-l-7 f f/V7 5/S, 3, 3— 
7^vv- 2-^;V7^ / I, 2, 3 -e?7 fVv- 2 5 7£& Xifilbtf 

^^♦J^V^T, r^-C 1 _ 6 7;^7^7lj if*. 75 /l^© 2|H(D7K 

l£r«5fcU JM£#I£ UTte, N, N-^W^i, N, N 
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;S % N, N-^-n-/PkW7^;i, N, N-v'-i-7ntVk7 5/ l, 
N, N-^-n-^W^S, N, N-^-i-^W^S, N, N— 5? 

N-n-^nfcVV— N — ^f;^7^/S> N- i -T'ntVv-N-^ 

;l/7?/I^ N-s-7'f;l/-N-^f;V7^;^ N— t -^^/V-N-p« ^/V- 

io i: o ^-=-/v^. /fy/p -f=f- y /i/B. -f y/f y /^vy ^s, 

15 2-70^^^^^^!^ 2— 2— ^o^^-VS (t - 

^/V-S. C 3_ 8 v-^ vT?V3c/vm, C 6 . 10 7y-/Vl, 5~10l^fP7y- 
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T;v^-;VT ^7i,C 2 _ 7 7 x/;vm~£. fc C 2 _ 7 T tv a /V/Jf = if & S> tf 

C 2 _ 6 7^^^I, C 3 _ 8 v / ^n7;v^;vl, C 6 _ 10 7y-;^ 5~10l 
5 3~ 1 OM^fi^ T'ngta*;^ C x _ 6 T/V= C x 

_ 6 7;vWtl, C s . 8 ^n7;V3^^ ^EV - C x _ 6 TVi^/Kr 5 71, 
i?-C 1 _ 6 7;^7^/I^ C 2 _ 7 T iX/V^*3 <}; C 2 _ 7 T7V =t 3f /Vai? —AsTS 

io < sm» > 

^n^vjs-^x zkH*. ^7/S, ^y/w^, c x _ 6 T 

C 6 _ ! o T y — A-S, 5 ~ 1 0 n7!) 3 ~ 1 0 MW^^M^ n g£ 

^S, c 1 _ 6 7;V3^v / I^il) ? c 1 . 6 7;v d E-;i'ftSo 



1. x;^y7^KMM 



20 JbfB— ^^(1)^*3 V^T, SfcfU -0- s -N (CHj) -CH 2 -, 

-CH 2 CH2-^fc«-CH 2 0-§r N Df* N - C H 2 - * fete- O - 5r N Ri« « % 

25 ^#l#fFtBJM^^0O222475Al-^}-fB*(D^^J;oT^i-^r fcast*^5. 
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10 



20 



5 



•jR5£ (I) fc^3V>-C, £?;£LWb^%te. LY186641 &itti. LY295501 
LY186641 N- [[(4-^nn7x^) 75/] /Kl -2, 



5 CD^ (VII) icl^-T, 




.CI 



N 
H 



N 
H 



(VII) 



LY1 86641 

LY186641 «.^^©^&^§S3t-e# N Mx.J^ 



WWtffctHR^WIR 0222475A1 



^MSKfcSSV^ LY295501 £ W: N N- [[(3, 4-^no7i^) T = 
7] ^/vtff^A'] — 2,3 — Kn^yy7?^- 5 -^;v*y75 F£rV^V\ 

Jtcom&^&sxT?)^ (vim 



CI 




oo9 

H H 
LY295501 



•CI 



(VIII) 



LY295501 $C#l#fF/±iS<kMII 0222475A1 



^■*3 <t t^V * it « gfc'JN #fF ft 112; 
15 fcflS-C#5 0 



0555036A2 #K:flBifc©;frifc-Ci43lr$-<5 




(ID 



— JK5£ (ID fc&V^ 5£>f N J fi % -o-;£fcte-NH-£. Rib tt N Tkgf 
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Ti? KSn -O (SOj) CH 3 ^ -N (CH 3 ) 2 , Tklfe^ 7x^;H, g 



6b^g^^§ r ^rbxv^-r%«tv^c 1 _ 6 T^=3e/vS<^i:#,R5b^mi^-^fe 9 , 



l-7nfcVH, 2-:7nfcVi^ 2-^f/V-l-7'ntf;H, 2-7^/^ 
(Db%^ Mh&^z Uv^£ LTteT* l - 7° o tf/wS. 2-37° 



— (ID ^*3V>t n rc 1 _ 4 T/v=3^i/a£j 0£ L< ti* b^ak 
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— (ID k^^x, fi 



£fc> — JKaS; (II) IJ133V^T. ttl^f LTV^T'biV^Ci^T^/Wl 



^ (ID }c*3vmt. ^A$tt5ffi 



^ej^— ^(ii)-e^$tb?>{b^^, /£%\(Djjmz. £ ymt-ez, M?tt£, 

Hl^klflil 02/098848 f/^yWy b (WO02/098848) \Z.m^(D^mK X o T 

— (II) ^*5V^T. £P"S L-Wb'n^tefc LY-ASAP "t?fc<5o 
LY-ASAP^«. N- (2, 4 -S?^ 13 u^i/yV/V) -4-^pp7i^ 
;^yT^; K3rV^\ ^collig^^T^ (XI) }c^i~ 0 




(XI) 



LY-ASAP 



LY-ASAP ^cD^}feT?Mat-^^, $lxJ3\ H^^fl^ 02/098848 ^r^y 

y U -y Y (WO02/098848) KtZ^jf&Xmi&ir Z> ^ t 3 0 

T^KK^V^ ^/V*^T^ K^pfb-g*^ LY573636 
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Iff 5, ^^miZ-teV^X, LY573636 £ te. N— 
(III) fc^-T 0 



° 6 /s o o « 

LY573636 

LY573636 th? ^AltfcSii:^ UV\, 
LY573636J2. &f3HDj?&~<*W£'e% ^ $Ix.«\ SSS^M^ 02/098848 
7l/y f (WO02/098848) ^lE^O^fe i It, rffflE© 5 -/n ^^^"^ 

^tefcWfc&V^Ts CQS £ te\ 2 -7/V7 7^V7 5 K — y >- 

&VH\ ^(Dfit^SrJ^T^ (IV) fc^o 



CQS ft, ^&©#ifc-C2R3!n?# % Mi^ (J.Am. Chem. Soc, 1947, 71, 6-10) 

$ fe^s ^^K^*5V>T N ^MV7^ K^^b-g^^te. E7070 ^^tf5- 
5„ E7070 £J3\ N- (3-^nn-lH-^fyF^-7-^/V) - 
4-W7^M^^;^V7 5: K=grV>V\ -^Wit^^r^T?)^ (IX) 




CI 




CQS 
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(IX) 



E7070 



E7070 ^ftJ©^ifet?»afi-C%^ WfLtf* H^<^HH 95/07276 -Ws^ls? V 
y h (WO95/07276) ^fc.f*#Pgsp 7-165708 #^#Jc*5rt5*K6M 1 9 ^lEft 



*3SKl!i^3V>-C N ^^afr^TS K-a^b^f*. TIB©— (XIV) 



Q-w- 



so 2 x 




(XIV) 



JbfB— jUgzS (XIV) }-*5 V»t\ 



15 



C 



Xtt-N (R 1 ) -^fctiBfeSfclSt^S:. 



— C(R°)— 



•N 



Z«-N (R 2 ) -%%:frl^tim®£-r%o 
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ps?:<\ try^^^ % t?^t?>\ ^y^, ^-^^w^ N yy, ^y^y 
y >\ y^^y. -?-:7^y^>\ ^y^f-yy. ^ty;)^ yyyyy, 

V K-;w % ^y^VK^/K -f^Ky^>\ -fy^y— /K ^y/77^ 
^yyfryw^if^iifs r £tfs-e#5 0 Jh|B3Sr#aittcatfe3l 1 ~ 3 

a Ji^^s - (CH 2 ) k-s -O- (CH 2 ) k - N -S- (CH 2 ) k 

-^rc^-N (R3) - (CH 2 ) k -2r> ktel~5©M&:£, R3 » 7 Jc*l^^^ 

f K^ 3 . a tefufE^I^Cm^fc!?. ete-S (O) S (0) 2 -£r N 

{BtT^^/H, hy7^tnyf/H, - (CH 2 ) m -b*ytFi-N (R*) - 
(CH 2 ) m -b (aW, b ^tu!5ilRlCM*T?fc t> . R4 «7K*J^^-^fc«fg^ 
T/^/VS^. mil 1 ~ 5 ©Mfc£m5£1-6) ^Bfe-fS] "C^tlS^ 5£- 
a-g-h [^cf, a f^iulBilU CSBfc^fc t) . gtt-C (O) -&±te-C (§) 

<BjRT/V=^rV36 % - (CH 2 ) n-b^7h«-N (R«) - (CH 2 ) n - 
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nft 1 ~ 5 <£>Jg^3r#5H-5) ?r#5fe-f-§] ^-a-N (Re) - 



5 ^M*i-^>] 5S;-a-N (R7) 



f a N 



-e^^tbSS. *fefi^- (CHj) P - j - (CHj) q -b (^ff. j 



10 #5 



15 TfeJ;V\ 



— jt£5£ (xiv) {i*3v>-c. BM<Di®Mirz> r 



1 * 2 fli-atf 5 



1 ^fcte 2#ltr^'bTV^Tt 



«fc< . 



— fc£ (xiv) fc;i3V^T N z ra N -N (r«) -tr;t5£-r&o R 2 H ft 
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— (XIV) m*5V^ 5S;if» % Yti, 



•C(R°)— £fcii 



•N 



10 



15 



3 



ASJaS (XIV) fc^V^T. S^^K" W«^fc!i-CH=CH-^, Xfii- 



N (Ri) -tfcltiil^lr^timt^tSo RM^ R2 till— -Sfc^M^o 
T jfc Iff ^- * fi£{g& 7* ^^/H^t^t 6 o 

_h|E— Jt£5£ (XIV) fc&V^T, Ri N R2 jo ^U^RaMt/^A^, B#*5«J;tfCgt 



3 ~8 nT/V^/V^^r^^b N iu3z£<£> r C 3 _ 8 n T?V*t?V&\ t HI 

, b in jo tJ^ c 1ft -^r i^~cv a_ c% J^v^ fK 



n-yf^rv'S, y^h^e/Ss tert-^ Y^^mt^E ±M(D\&CT ;V 
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5 95/07276 #^^7 U y V (WO95/07276) $3 £ tF/ * tz. M 5p 
7-165708 (JP7-165708) i-WEic $ tlfc^&cK: J; o -C^5fei-§ r. £ 



6 



— fl£5£ (I) fc&V^T, 0* LWb-n^i*. itu5z£tf? E7070 tUttS. E7820 tfc5 0 
E7820 i«, N- (3->7/-4-^f/WlH — f K — J>V— 7 —H ;V) 



10 




(X) 



E7820 



E7820 i*. <&&!£>:£"&-ei5BtT?#> MX-f^N S^^flBII 00/50395 #^^7 1^ 
>jy b (WO00/50395) fc|S^$tLfc^fe^ J; o T§SBt1-& - * s "Ct 3o 
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2. jfiL^iif^PJ.^ 

-T?fetU3\ #f<:teP&^£:ftftV\ jfcf if^Pl-W^Sfte, ^Jill VEGF (ikWrt 

20 ^Iffll&ti^tH^ : vascular endothelial growth factor) W-^<%)W (M;U^ VEGF 

receptor kinase PiLilr^lSL £tl VEGF #Cf$ (Cancer Research., 55, 5296-5301, 

1995)), FGF (ffim&MJ&mmm* ■ fibroblast growth factor) PPJS^IC (Mi 

«\ FGF receptor kinase PM^SC, #C FGF (Cancer Research., 51, 6180-4, 

1991) K PDGFOfo/J^liJfei^B- 1 ?- : platelet -derived growth factor) PE^^ffC 

25 (Wifl PDGF l/ir-^^— df^- — ifpa^^Sf (J. Clinical Investigation., 

111,1287-95)). -T>"r^y ^PJ^^Sf (Miil «vj33-f isTPV ^U&Wgt, ■ 

av$5-l l/*T ? V ^VRW^W (Clinical Cancer Research., 6, 3056-61, 2000) ) 

F^JHttPJ-W^® (fflzilS-* IL-12, Trombospondin-1, Endostatin, Angiostatin 
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(International J. Cancer., 78, 361-5, 1998) > COX-2 (Annuals of N.Y. 

Acad. Science., 84-6, 1999)) N ^? h V -y ? * * $ v ~7 u T 4 is PI^#J ft 

(International J. Pancreatol., 21, 1-12, 1997) , -t (DftlVRW^K (iilf, 
farnesyltransferase PJ-f^lC. — Mi^Sf PJL^^fS:. T > if&T ^ v^^^Mf 
PJ.^#>fC, HMG-CoA reductase PJLiIt^SU Vascular Target P£W%S^ 



^ S^zf^f—- (Science., 282, 1324-1327, 1998)) 
ft, £ b < VEGF receptor kinase V&Wffi'M, #C VEGF 3tl{£. FGF receptor 
kinase WtMsft^tt FGF inlf*^ j> if £> ft, J: 9 0£ b < tt VEGF receptor kinase 
Pi.W#/ff. #l VEGF & rf fcttS 0 



( 1 ) VEGF receptor kinase PJLtI 

*3 V ^ -t\ VEGF receptor kinase PJaV 



— it£^ (xxiv) 



4d 



R 

A d ^ x d^Y^N^ R5d (XX|V) 
O 

(i) A d 



v a13 rf^A 11 




R 



R 



12 




(5£4\ R ld 'te. 5£-V x -V 2 -V 3 (5£4\ VMii 
Cj.eT^vySlrfilts ; v 2 te, )£JI££\ Sfc^IJ!^ fifcJIJDi^ #/t-^~ 

--e*$tL^*^fcf«-NR 6d --e^$^^S^M*-r ; 5 (^4 I , R 6d «, 7j< 



31 



WO 2006/030941 



PCT/JP2005/017228 



15 



20 



25 



drv-/i/* N f^lSrf LTV^Tt iv^c 2 _ 7 7>'V3^v'^;i/^^;vS^fc(t^;- 



3-8 



10 iX^ n T/V-^r/^: 



T V ^ T t> <fc V ^ 5 ~ 1 Ol^TnTD — /^^fciiSifeJsSr^bTV^-Cfc 3 



Ltv^t) 5 ~ 1 01^td7!)-;H, g^X^r^LTV^T^ 3 ~ 1 



R 12 «, **!S^*feJ4111ft*Sr#UTV^Tfe J:V^C 1 _ 6 T/^'¥A'3EarjR!5fc•t* 
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R 14 », p£-v al4 -V a15 (5£tK V al4 te, ¥jf&#£fcte#/i^~/i^£: 



aau* N fml^f LTV^T^ £V^E-/-C 1 _ 6 T/V3VWT3: 



(ii) X d 
X [i, 

(iii) Y 



R 



7d 




,3d' 



R 



7d 



R 1 

R^rX^V R 8d 




W 



W 1 



X 



,3d' 




T7W=3f= ; vm, gi&S£r^rLTV^& <tv^c 3 _ 8 ->^ n7;^;H, g^X£r^ 
bTV^Tt> J:V^C 2 _ 7 T^x/^S^7^:{*g^SS^^UTV^Tt)a;V^C 2 _ 7 T/^=t= 3 f 1 

R 7d 33£<^R 8d te, ^^^alU-CtK^^, ^n^^f, ^7/1, = 



hnl, 757 
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v-^/ix/jf^/^^/c^^:- conv 11 v d2 (s&fu v dl *5 i^v d2 ii, -ttL-^ 



(iv) R 4d 



(v) R 5d 



— 1« (XXIV) T?«$tL6-fb-a-#/^, ^fc©#fe^S3an?# % #ilx.fcf> H§H 
^BS^O 2/0 3 2 8 7 2f/^7Wy h (WO02/32872K i^il 2 0 0 4 
/0 2 04 3 4 Wyb (WO2004/020434) , IH^ISI 2 0 0 5/06 

3 7 1 3^V7 1/y h (WO2005/063713) fclB*fc£*Lfc2fifeK: iottalt 



&$&mfc33^X, VEGF receptor kinase iM^JCte, * b < 
— jRs£ (XXV) 
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(XXV) 



-?m£tiz>{k&vii&mtfz>zb&-r*%z 0 — ib&z (xxv) it, — ^ (xxiv) 

(i) R le 

5 R le tt. ^_v le -V 2e -V 3e (5£4\ V le J3. g^*£r^UTV^T% J^c^ 

_ 6 T/vdr v^S^r#*i-§ ; v 2e te, SllftJj!^ fifcltD!^ 

15 Tt>«i^5~l Ol'sfPTJJ- /VSSfcttMUSSr^T UTV^Tti <£V^3~1 0 

R le ttC j.eT/^/H^tbTV^-Ct) 3 ~ 1 0 M^^^^^^ n 
20 -Ci.eT/V-^/VT^ /K#>£>51fc£ft5 l^-hfDffl^SWbTV^^iV^ 



(sS^, R a3 »^^-/^^rm^i-S ; R al ^7X^M^^fcf*7XM«r#^i~5 ; 
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(ii) R 



2 e 



V^T% £V^5~1 o l^f n 7 y fcftttilrf LTV^t % J: 3 ~ 1 



TV^T^ 5 ~ l 0i^fn7D-;H, g^K^r^UTV^^ 3 ~ 1 0 



R 2e cD£?3l&'M£ LTtt, ^7 / li t ftS- C O N.V e 1 1 V e 1 2 t?t 

m (5£4\ v el6 te, 7kmm*, c 1 _ 6 7;^;H, c 3 . 8 ^pm;H, c 
1 _ 6 7;V3^i/S^fcB:C3_ 8 ^^n7;Vn^^l^t!*t5o fcfcb, V el6 
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5 (iii) Y 1 



T^n^;/S x g^g^^ UTV^T% J;v^ 2 _ 7 T^V'^ 

3^ IT V> X h £ C 2 _ 7 T/V 3 /V/J^/I^^ fc C O N V e 1 V e 2 



20 ifkftSo, 

(iv) R 3e *5 £U?R 4e 





71 



37 



WO 2006/030941 



PCT/JP2005/017228 



10 



20 



(v) R 5e 

% J;V^ 6 _ 10 Ty — /V^.gmS§r^TbTV^-C% £V^5~1 OM^fnTD^ 



/i^~/vM>fe31jms l^X±(DW^M^^X^X-h J;v^) ^fctf btt.5o 



15 feiffetLS 



(xxv) ^^^LS^-a-^j^^iiS^M^ ttii, — ja&3£ (v) -e 




ntVUIrf R 2c ft-NH 2 ttii-NHOCH 3 ^f if5„ ] 

R 10 te. MxJ^ p^/i^' ^/v*. 7°c2tV^. 7Y;Hf©7;v 

^fc, — m.^ (XXV) -t?*$^S^^©0ii^M^ Ltli, 
25 N- (4 - ( 6-^77- 7 - ( 2 — ^ h^^rn T-drvO -4-df/U;V) 
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^-2-7/Vtn7i=/V). — N' — (4-7;^n7x^) !?VT % 
N— (2-^ a a — 4- ((6-^77-7- ( ( 1 - * ^~}V— 4 - tf^ V vVV) 
7< h^vO — 4— ^r/U^) ^3r-» — N' -t/^P^P tW^V 

7\ 

5 N— (4- ((6-V77-7 - (((2R) —3 - (5?xf;V7 5 7) — 2-fc K 
n^^ntVl^) t^r^) — 4 — 7 y ^) 7i^) — N' — (4 

N— (4- ((6 -^77-7- (((2 R) —2-t (1 - fa y 

vV) 7nt» ^^fiX) — 4-3r/y/V) ^=¥7) !7rc~7l7; — N' — (4 
10 -7;l/tn7x-;l/) 17 V-"7\ 

4- (3 -^n a — 4- (^n7PtVV7^;^l^/V) 7^77x7^^) 

— 7 -7 h^^— 6 -^7P K. 

4— ('3-^nn — 4- (V^n7ntVV7U*/H^/V) 7^77x7^^) 

— 7 - (2 -7 h^v^ h^cis) —6 -=¥7 y ^TJ/V-sK^fl^ b\ 

15 N6-e/7n7otW-4- (3-^nn— 4- ( ( ( is? n :7°n tVl^T 5: 7 ) 7J 
;V^^;V) 7^7) 7 ^ 7 — 7 - ^ b 6 - =^7 ]) I/Jj/VtS^ 5 

N6- (2-7 h^v^^/V) —4- ( 3 - 7 n n — 4 - (((^^n7nt°^7 

5 7) TJ/VtfwlT) T5 7) 7x7^7) -7-^ f^7~6 -=^7 P 7*/V 
20 #3^5 F\ 

N6— ( 2 — 7;Vtnxf;ix) —4— (3— ^nn — 4— (((77 n7n t°;V7 

5 7) /l7) 7^7) 7x7df^) -7-^ b^S/-e-*7 p y^/U 

N6-n^rv / -4- (3-^ an — 4- (((^7 n7n t>7 5 7) 
25 ;v) 7 5 7) 7^ 7 ^V) — 7 - ^ h * i/— 6 - =¥7 V 5 h\ 

N 6 -7^-/^—4 - (3 -7 n n — 4 - (((77o7ntW7 5 7) #/]^=/i7) 

757) 7x7^r7) —7-7 f^7- 6 — 3f 7 V ^77/V-#^ih5 b\ 
N 6 -rc^vw-4- (3-^ an — 4- (((77n7nf;V7 5 7) 77/V^^/V) 
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4— — 4- (57^ n^n fcVl'T 5 ytf/M?^!') 75/7x7^ 

V) — 7- (2 -7 h^v-^z h^i/) — 6 -*c/ y ^y^aS^M^ F\ 
4- (3-700- 4- (v'^t3 7°otW7 5 7^^=;V) 7577x7 d rv') 
5 —7- (2-fc Kn^^>^'» — 6-*7y^*A'#^t5 h\ 

4- (3 -7 an — 4- (7^n7oW^;^/^=/V) 7577x/^) 

— 7 — ((2 S) - 2, 3 — S?fc Kndfi/^o fcVl/) ^"^^—6 — ^7 U 

5 h\ 

4- — 4— (7 f;V7 5 7 jj;V7$=. ;V) T 5 7 7 ^ 7 drvO -7 — 

10 7 b^F-V- 6 -^r7 U l/fl/V^^* b\ 

4— (3-7np-4- (xf^^^;^^) 7577x7 -7 — 

7 b^F-V- 6 -^r7 JJ F\ 
N6-7f^r7-4- (3-^nn-4- (((a^/KT 5 7 ) ^ 5 

y) ^^yap-sT) - 7 -7 b^f-v'- 6 -=¥y y P\ 

15 4- (3-ynn — 4- (^7o7ntVV757*/V^;V) 7577x7^7) 

— 7 - (2 -rc h^v-rc b^iX) —6 -^y y ^#/Vaj?3f if 5 h\ 

4- (4- ((^PT'PW^;) ^/l^/K^/lT) 75 7 7x7^7) -7 - (2 

-7 h^^xh^^) - 6 y y /I' /J? Ks 
N- {2-7 /vJrn- 4- ((6-*;w^;v-7-7 h^y-4-^7!J;v) 
20 tf-dp-v') 7x=;l/) -N' -y7D7ntVv7^7, 

N6- (2-tFn^7xf;v) -4- (3— ^dd — 4- ((( 9 s9 n fcW 

757) 757) 7*7^7) -7-n*V-6"^7!lyj!f 

4- (3-7nn-4- (l-7Plf;V7 5 7«-/V) T % ; 7 ^ J ^-y) 
25 -7-^ h^-6-*7!ly*^f 5 K, 

4- (3-ynn-4- (c i s - 2 - 7;V^n - n 7n If 5 7 ^J;K# 
T^J7=^/^ly) -7-7 b^y-6-^7 !J7^;!/*>f 5 K 

N6-7f/V-4 - (3-7nn-4 - (((S^ n 7°u if/UT 5 7 ) 
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r^y) 7xy^» -7- (2-^ h^v'xh^i/) — 6 — ^y y s^/wai? 

N6-y^A--4- (3— - (((if;V7 5/ ) jj;Vi$~;V) T^y) 

y^/^r-y) - 7 -y h^is- y % 5, b\ 

— 7 - (2 - (4-*/>7* h^vO —6 -^f / y y*;v*>t5 H\ 

4— (3-^nn-4- ( 2 - 7;V^Pxf ;V7 5 / T^Jy^J 

N6 — ((2 R) ff7t Kp-2 -7 7^^ ^/V) - 4— (3-^nn-4- 
10 (((^f/V7^7) 7^7) -7-^h^-6- 

^y y h\ 

4- (3— 17/W-P-4 — (xW^*;^=/V) 75/7x7^^) -7 

15 7 —7 - ((2 R) 2 — t Ko^y-3- (1 - tfn y vV) 7°vtf*c 

N6-7f^-4- (3-ynn — 4- ^/v^/V) 757) 

^^y^v^) — 7- ((2R) — 3 -5?xf;V7$ J - 2 — t Kndrv'7n*> 

-y) — 6 -^ry y yti?vi$Zc^% K> 
20 N6-^f/V-4- ( 3 - y a n — 4 - (((^^vKT^y) 7>/V^=/V) 7^/) 

7x/^r^) — 7- ((2R) —3 — i?^*?;VT 5 y- 2 — t KP^^/n^^r 

-y) — 6 -^y y y -%uvi$^ * K> 
N6-^f/V-4 - (3-ynn — 4- (((^f-^7$ / ) ^/V^—A-) T^y) 

7^y ^iy) —7 - (( 2 R) - 2 — t Kn^iy— 3 - ( 1 - t°n y i^y ) r/n 

25 — 6 -^y'y y^-%>v-m^% h\ 

N6-7f/V-4- (3-ynn — 4- (((^^/KT^y) ^/l//J?n/l/) 7^/) 
:7^y ^y) —7 - ((2R) -2 — t Fn^riX— 3- (1 - tfn U vV) :7°a 

# — 6 -3-y y v^a^^s; p\ 
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7xydr^) — 7 - ( ( 1 - * ^/V— 4 - tf^ y ^/V) ^ h=3ri/) — 6-^7 ]) 

5 7x/dr^) —7- ((1 - ^ ^-7V— 4 - y ^ b^rv') —6 -=^7 ]) 

N- (4- (6-^77-7- (2 f^ri/^ b=3ri/) 

N- (4- (6-V-T/-7- (3- (4-^!);) y'u^^r-y) — 4 — ^ 
10 /U/V) ^-^v'7x^;V) — N' - (3- — ;V) 7x^;V) |7 

4- (4- (^pynW?;) 7^/7x/^^) — 7—* 

4- (3 — 4 - ((2-7/^Pxf;W7^y) ^/I^^/V) 75/7 

N6- (2 — ^ y^*s^^~;V) -4- (3-^nn-4- (((^f/V7$7) # 

4- (4- -3-7;Vtn-7x7^v') 
20 v'^7U^-6-^;^>y!Js'^ Tv-^K (2-^7/if;v) 7 5K 

N— (4- (6— (2-^7/3:^) 77/W^^f/V- 7 — * K^rt/— 4 — J 
y t^i/-2-7/^P7x=;l/) — N' -^7n7°nf^7^7 

25 ££>fc> — Jt$5£ (XXV) X~m&thZ>fc&$)<D£ y&MftMb LTtt, 

4 - (3-^nn-4 — (^^n^nt 0 ^^*/^^) 7?;7x;^f7.) 

- 7 -; h^iX- 6 y ^TJ/^^rf-^ h\ 

4- (3-;nn-4- (if/V7?;^^^) 75/7x7^^) -7- 
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7 h^r-y- 6 -^7 V isXAstf^y-* K\ 
N6— 7h^V— 4— — 4- (((^n^WU) 

4- (3-^1313 — 4- (^f^7^/*;^^) 7^/7x7^^) -7- 
N6-7 (3-^nn-4- (((xf;V7^y) y % 

7) yx/^rv') -7-7 h^'>-6-^/yy*;^>t^ K 
io — ^ (xxv) -e*$^5ft^©$ ^^0jg)feMi l/tttx 

4 - (3-^nn — 4 — p 7°o tVV7 5 7 T 5 7 ^ ^ 7 ^ >0 

-7-7 6 -=¥7 V K (sfc (XV) #JH) 

t?#s tTH:, 4- (3-^nn-4- (^^P7nt°;k7 5y 

7577x7^^) - 7 -7 b^rv-- 6 -=¥7 !J ^^/V7j<drf-5 K 

15 ©7 ^V^yv-^^-BfeigSr^tf t^T?#5o 



— «g5£ (xxv) •vmztizfc&vote, ^(o^m^m^-v^, m^«\ mm^r 

HitO 2/0 3 2 8 7 2-^^° ^7Vy h (WO02/32872).. M^MMM 2 0 0 5/ 
0 6 3 7 1 3f/^7Vs/ b (WO2005/063713) fclB^ $ Jbfe^ifelC. £ o TS£ 

20 &1r%z.b&X*% Z> 0 

^fc, ^:^K^*5V^T, VEGF receptor kinase MF4feflt«\ $?^b<f*. 

— jt£5£ (xxvi) 
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■f13 




(XXVI) 



R 12f 



x*m&th%fc&m%m'f z>^t^x% z> 0 (xxvi) e\ —m^ (xxiv) 



(i) R llf 



,R llf «. TkSfjK^-. ttl^rf LTV>tt>J;V^C 1 _ 6 T;^;H, liil: 



10 Irf LTV^tt j:v>^-/-c 1 _ 6 T/v^^T5: /S^«^i~5o 



15 ^LTV^-Cfe 



o 





N 



X 



o. 




N 



V 

o 




N 



HN 



-e^^tis^^fcMfm^v^-ftL^i ©Msferf .fetus 

[ 



¥1 

: N Cj^T^/H^ C 3- 8 n TV^/l'K. a£ 
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(ii) R 12f 



10 R 12f £>£«&M£ tttt, TK^M^f-^fe^b^^o 

(iii) V fl3 

(iv) A llf 

15 A iif te. m&&%#^x^x^£^fcmm*iz.frtemmm^&n9k-rz>o 

(v) R 4f 
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15 
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R 4f (D&mtzmt L-cfi. 7kmw^&&ifbtiz> 

(vi) R 5f • 



5 /Vi 



R 5f (Df&&ti:Mb tttt, C^eT/^/HtfcftC^s^PT/^/H^ 



(vii) R 9f 



(XXVI) T^$H5f^©|!fl^i bTte, — fl£5£ (VI) 



A, 



R id-^ N ^%r 

H 




t£5£(VI)i<::£v^-C, R ld te. 



/ N r^N 



N 





N 




N 




N 



HN 
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O *$£Tf R N2 ' 
R 3d » N #!l>Lf3\ 7^W* N 3i^7V^ N ^crtVl/S. ^f^SiCT/V^f/H, 

£fc, — jt£5£ (XXVI) -et^tiSft^ftC&g/iMi Ltii, 
5- (2- (((4-t Kn^^-4-^f-;n; 0 "<y v'y-l-^^) 

7 5 / ) t° y 4 --r/v^-^^) - 1 h — f >- k— ?v- i ^ 

N 1 -^^/V— 5 - ( 2 - ((4-t K n =3f v- tT^ U $>;Vi$=.;V) 757- 

4 - 1: 0 y vVv) tf-^s<- iH-i-^y R— 5 

Nl -^f;V-5- (2- (((4- "(Ifn !? 1 — f/V) fc^yv^-l- 

^T/l^) #/Vtfc~/l/) 757) t°y v 5 ^- 4 --f 7V^-^^) -lH-l-^yK 

Nl-7f;V-5- (2- (((4- (fc°^y 5?^- 1 t^y^y-i- 





o 
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N4- (4- (1- jJ/ViS—A'— 1 H- 5 -4 Is KP >V) 

is— 2 — if U issv) — 4 — ^/V/ft y V^7/V/K^1h3; F 

5 — jR5£ (XXVI) -e*&*i/S'fb£*4&W^ ^©*&-e»3fi^?#N M£J2\ SIR 

<k|fl|£ 2004/020434 !7 U y h (WO2004/020434) fclfBjfe $ tt 

^BKfc^V^T, VEGF receptor kinase REW^Wf*, M;U3\ 

(1) N— (4 — 2 — 7JVHrxx 7^=^/V) — 6—^V^-is— 7— [2 — 
10 (1H-1, 2, 3- h V T^— ^- 1 ^ ^-4- 

T ^.is (£J,T, TZD4190J £ 5„ Cancer Research., 60, 970-975, 2000, 
Journal of Medicinal Chemistry., 42: 5369-5389, 1999.), 

(2) N— (4-7 f n ; e-2-7;l'tn7x^;l/) —6—^ h ^v'— 7 — . [( 1 — 

15 TZD6474J t t> 5 « Proc. Am. Assoc. Cancer Res., 42, 583, 2001, Journal 

of Medicinal Chemistry., 45: 1300-1312, 2002.), 

(3) 3- [(2, 4 — ^;V¥v — ;V- 5 —4 )V) **f-Uls~\ -2— fyFU 
/V (J^T, TSU5416J fc^V^o Cancer Res., 59, 99-106, 1999, Journal of 
Medicinal Chemistry., 41: 2588-2603, 1998., US5792783), 

20 (4) (Z) -3- (2, 4-^^-5- (2-^y-l, 

yK^-3-^!)7>^f^) - 1 H- /V- 3 — "fAO -7°nt°t" 
y * T is y K (WT, TSU6668J 4: t> 5 0 Cancer Res., 60, 4152-4160, 2000, 
Journal of Medicinal Chemistry., 42: 5120-5130, 1999.), 

(5) 5- (5-7;Vtn-2-^y-l, 2 -S? fc KnW ^ K— /V- 3 ~s( 
25 y-r^y^/V) -2, 4 - i?^ f /V- 1 H-lf n-/V- 3 - 

T^!/K (2-i?xf/V75/if;l') 75 K (£*T, TSU11248J i%V^5o 
Clinical Cancer Research, 9, 327-337, 2003, Journal of Medicinal Chemistry., 
46: 1116-9, 2003.), 
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(6) N, N-v^^/V^y >^ 3 - {5, 6, 7, 13 — T f7t Kn~9- 

[(i - * h^y) *<f-)V\ - 5 —or^y — i fyfy (2, 1 - 

a) fcTnn (3, 4-c) *;W^/- /V- 1 2 ->f /V} 7°n t>x^r/V (£* 
T. TCEP-7055J t % 5 o Pro. Am. Assoc. Cancer Research, 43, 1080, 2002. 
5 Journal of Medicinal Chemistry., 46: 5375-88, 2003.) . 

(7) 3- (4-7^^-2, 6 —*J7/V$rxi — <yi?/V$-3r *y) -5 - [3 — 
(4 -if n y 1 -^/V—^^/V) -7WF] —fyfT > /-;V-4- 

#/V:a?3ff y TVy K 7 5K (KTv rcP-547,632J £ &V^5o Proc.Am. 
Soc. Clin. Oncology, 21, (Abstract 16), 2002. Cancer Research. 63:7301-9, 
10 2003, WO 99/62890) . 

(8) N- { 2 —9 n a - 4 - [(6 , 7 - S?^ h dp- >>- 4 - 3r^)/ y =^) 

V] -N'-^ot>7V7 (£AT. TKRN633J £%V^5<, Pro. Am. 

Assoc. Cancer Research, 43, 175, 2002. Molecular Cancer Therapeutics., 
3:1639-49, 2004). 

15 (9)1 - (4-^pp7^!) /) - 4- (4-fc°y vvW^W) ~7$=7*Jy (SX 
T. TPTK787J t % 5 o Cancer Research, 60, 2179-2189, 2000. Journal of 
Medicinal Chemistry., 43:2310-23, 2000.. W098/35958) (£*_L. 5SCXIl)#flB) . 
(1 0) N- {2-^au-4 - [(6, 7-v 5 ^ h^y- V ?V) 'it*t*S\ 

7i^;H-N , -(5-^;l'- 3-4 y^"/V ;V) V UT (KIT, TKRN951J 

20 t h 5 o Proceedings of the American Association for Cancer Research, 45, 
594, (Abstract 2571), 2004.. Proceedings of the American Association for 
Cancer Research, 45, 595, (Abstract 2575), 2004.) . 

(11) 4- [(4 -y-;vjrv. - 2 ^vW y K— ;V- 5 — f/V) Jr^-i/l -6 

-y h^-y- 7 - [3 - (bfo y v>v- 1 -^r/v) ^la^ap-^] v y ($x 

25 T. TAZD2171J h h 5 „ Cancer Research. 65:4389-400, 2005. WO00/47212) 

(12) 6- [2- (^ ^/v#/w^^f/i') 7i-;V^;V7 7^] -3-E — 
[2- (try v?^- 2 -^/V) 17=^] ^ y^/- A- (J£AT. TAG013736J 
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t h 5 o American Journal of Pathology. 165:35-52, 2004.) (£/._k. 5£ (XIII) 

ZD4190 (Cancer Research., 60, 970-975, 2000 . Journal of Medicinal 
Chemistry., 42: 5369-5389, 1999.) . ZD6474 (Proc. Am. Assoc. Cancer Res., 42, 
5 583, 2001. Journal of Medicinal Chemistry., 45: 1300-1312, 2002.). SU5416 
(Cancer Res., 59, 99-106, 1999 . Journal of Medicinal Chemistry, 41: 
2588-2603, 1998.) . SU6668 (Cancer Res., 60, 4152-4160, 2000. Journal of 
Medicinal Chemistry, 42: 5120-5130, 1999.). SU11248 (Clinical Cancer 
Research, 9, 327-337, 2003. Journal of Medicinal Chemistry, 46: 1116-9, 

10 2003.) . CEP-7055 (Pro. Am. Assoc. Cancer Research, 43, 1080, 2002. Journal 
of Medicinal Chemistry, 46: 5375-88, 2003.) . CP-547,632 (Proc. Am. Soc. Clin. 
Oncology, 21, (Abstract 16), 2002. Cancer Research. 63:7301-9, 2003. WO 
99/62890). KRN633 (Pro. Am. Assoc. Cancer Research, 43, 175, 2002. 
Molecular Cancer Therapeutics., 3:1639-49, 2004 ) . PTK787(ZK222584) 

15 (Cancer Research, 60, 2179-2189, 2000. Journal of Medicinal Chemistry, 
43:2310-23, 2000.) .KRN951.AZD2171 (Cancer Research. 65:4389-400, 2005. 
WO00/47212) 33 £XF AG013736 (American Journal of Pathology. 165:35-52, 

2004.) msKDj?m-<:-m?&irz> it^t^ M*-&. tfh^fb<D-xmz.mm 
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(XII) 



51 



WO 2006/030941 



PCT/JP2005/017228 




(XIII) 

Sfc. ^^K^^V^T. VEGF receptor kinase PJ.S^Kt Utli, 
(13) 5- ((Z) - (5 -7jV3ru— 2 -yt^-y- 1 , Kn-3H- 

>- K— /I'— 3 y 7 s » t'f-fl') -N- ((2S) - 2 -fc Kn^iX- 3 - 
^E-A-TfN y ^— 4 — ^/vr/ia -2, 4 - f-JV— 1 H- fc°u — /V- 3 - 

)Vi$3<-yr % K (£AT> TSU14813J £%V^o Proceedings of the American 
Association for Cancer Research, 46, (Abstract 2031), 2005) (5£ (XVI) #P0 . 



O 




H 

(14) 3- ((^r/y^-4 f/I^^/V) T^7) -N- (4- ( h U 7;Vt 

bdrv') ^^^/V) ^^mi/- 2 -^/V/j^^f-^ K (KT>. TOSI930J 
t 5 o Molecular Cancer Therapeutics., 4:1186-1197, 2005.) (^(XVII) 
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10 




CF 3 



(XVII)OSI930 

(15) 6- (2, 6-^^on7x -8-^f;V-2-7x-;V7? / 

- 8H- tf U K[2 , 3 - d]tf V $ — 7 -^"V TTKI-28J 5„ 

Cancer Biol Ther., 4, 2005.) (^(XVIII)#RS) . 




(XVII1JTKI-28 



(16) 2 - ((1, 6-S?fc Kn - 6 - t^E- y - t° !) 3 - ^/^ f ;>) T 

5:7) -N- (3— ( F U 7^tn ^ f /V) y=t.^;V) - 3 - fcf V — 7J/V 
#^"9-5 K (£AT^ TABP309J £ 5 „ EORTC-NCI-AACR Symp Mol Targets 
Cancer Ther., 2, (Abstract 172), 2004.) (^(XIX)#^) . 



CF 3 




(XIX)ABP309 

(17) 4- (4- (4-^nn-7i =-;VT 5 / ) -7n[2, 3-d]t°.y^ 

^ K (£XTs TBAY 57-9352J £&V^5o BKW*H$& WO01/23375 

A>7Vy h) (5£(XX)#fi ) . 
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(XX) BAY 57-9352 

(18) N- (3 — M> n ^ f ^- 4 - ^ p n 7 i^/I^) — N'~ (4- (2 

-T^/l^/W^^f >- — 4 - A-) ^v^7i^) t7VT (&>T, 

TBAY 43-9006J t t> 5 0 Cancer Research., 64, 7099-7109, 2004, Organic 
Process Res Dev., 6, 777-81, 2002.) (5£(XXI)#$0 . 




(19) 4 
--T/V) 



(XXI)BAY 43-9006 

-75 / — 5 — - 3 - (6- (4 v 5 ^- 1 

- lH-^^XV 5; -^5/— 7V- 2 /V) - 1 H-^/ V V- 2 



^ (EATn rCHIR258J t % 5 o Clinical Cancer Research., 11, 3633-3641, 
2005.) (5£(XXII)#f$K 



NH 2 N^)-*0* 




(4 



(XXII)CHIR258 

(20) 4 - (4 - (1-757-1 -^^/v-cc^/V) -7x^;V) - 2 - 
- ( 2 — y ^- 4 -^f/V-^^vI/) -7x^75 7 ) -t°!)v^7- 

5 — # tf? ~ b P /V ( T . r JNJ17029259 J t t> 5 „ Molecular 
Pharmacology., 66, 635-647, 2004.) (xt(XXIII)#ffJ . 



54 



WO 2006/030941 



PCT/JP2005/017228 



H 




/^NH 2 



(XXIII)JNJI 7029259 

(2 1) [6- [4- [(4 -x^/Hr°^7 i?Zs— 1 — -f/W) * ^vv] 7x=;V] 
-7H-t°nn [2, 3-d] try 5^-4 — fVR] - ((R) - 1 -7^ - 
/p-ji^/v) 7^ (J^-Ts TAEE-788J t t>V^o Cancer Research., 64, 
5 4931-4941, 2004., Cancer Research., 64, 7977-7984, 2004.) (5% (XXVII) # 




(XXVII)AEE-788 

(2 2) 9- (1 -^^yvrc h^vO (3-t Kn^r^ot 0 

/VO -6H, 7H, 13H — [2, 1 -a] tfna [3, 4-c] #/W* 
10 y* — /V- 5 — TCEP-5214J £&V^5o Journal of Medicinal 

Chemistry., 46, 5375-5388, 2003.. Cancer Research., 63, 5978-5991, 2003.) 
(5£ (XXVIII) #J$K . . 



H 




^ (XXVIII)CEP-5214 
HO 

(2 3) N- (2, 4-^7;^n7x^;V) -JSP- {4-[ (6, 7-v 5 ^ h 
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TKI-8751J i tl^c Journal of Medicinal Chemistry., 48, 1359-1366, 
2005.) (5£ (XXIX) 




(XXIX)KI-8751 

(2 4) 5 -[N-^ N— (4 — ^-^ ^fi/;l'^^^7x^;U) Tir^/V] 

T5/-2-^Wt^y^y^ Ti/-y K (fi*T\ TVGA-1155J £%V^ 
5 o Anticancer Research., 24, 3009-3017, 2004.) (5£ (XXX) #flg) , 



N 



CT^OH 




(CH2)l7CH3 



(XXX)VGA-1 1 55 



(2 5) N- [4- (3-7^y-lH-^^^/-;V-4-'f;V) :7^=/V] 
-N'- (2 — 5 — f^7x^;k) & UT (&T^ TABT-869J £ 

& W 5 o Proceedings of the American Association for Cancer Research., 46, 
1407, (Abstract 5981), 2005.) (5£ (XXXI) tfcflSK 

O 




H 9 N 



(XXXI)ABT-869 

(2 6) 2-^^/V-6- [2- ( 1 "f-tV— 1 5 7V— 2 

)V) -J-^; [3, 2-b] try Vis- 7 -4 Asar*t*S\ -^-yy* [b] 
7xy - 3 </ ^ T i/ -y K ^f/V7^ K (UT s 

TAG-028262J ^fcV^o WO03/06462, US2004/009965) (5$ (XXXII) # 
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H8k 




N 




(XXXII)AG-028262 



(2 7) (R) -1- (4- (4-7/^n-2-^f;>-lH — f >- K~/V- 
5 --f /^^vO - 5 ^vHfo a [1, 2 - f ] [ 1 , 2, 4] hVTi?^ 
5 -6->f;^V) -T-n/N 0 ^- 2 -3— (»T^ TBMS-540215J £t>V^o 
Proceedings of the American Association for Cancer Research., 46, (Abstract 
3033), 2005.) (5£ (XXXIII) #Rg) *5±tf 



(XXXIII)BMS-540215 

(2 8) (S) - ((R) -1- (4- (4-7;Vto-2-^f;V-lH--f^ 
10 /V- 5 — fVVtf-^v') Cl, 2-f] [1, 2, 4] h 

t)7^y-6 — f /Vo^vO "7 xi — 2 — $r— As) 2 — T ^ / /p/nVx- 
b (WT\ TBMS-582664J ir&V^o Proceedings of the American Association 
for Cancer Research., 46, (Abstract 3033), 2005.) (5*) (XXXIV) #HB) 



15 fcif%2§£tf5;it23-e#5 0 

SU14813,OSI930sTKI-28,ABP309. BAY 57-9352. BAY 43-9006. CHIR258. 




H 
N 




H 
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JNJ17029259. AEE-788. CEP-5214. KP8751. VGA'1155, ABT-869. AG-028262. 
BMS-540215 *5 BMS-582664 ^^(D^j^^W&rt^ - t ^ ii 

^/c, ^^Kfc^V^T. VEGF receptor kinase PJ.##JJCte\ BIBF1120 
5 (WO01/27081K ZK304709 (Proceedings of the American Association for 
Cancer Research, 46, (Abstract 5842), 2005.) . Exel7647 (EORTC-NCPAACR 
Symp Mol Targets Cancer Ther., (Abstract 134), 2004. ) . AMG706 
(EORTC-NCI-AACR Symp Mol Targets Cancer Ther., 2, (Abstract 151), 
2004. K GW-654652 (Blood., 103, 3474-3479, 2004. N Proceedings of the 
10 American Association for Cancer Research, 44, 9, (Abstract 39), 2003.. 
Proceedings of the American Association for Cancer Research, 44, 9, (Abstract 
40), 2003.kGW-786034(Proc. Am. Soc. Clin. Oncology, (Abstract 3054), 2004.) 

if Sr if -5 r. t J&S Tf £ £ o BIBF1120 % ZK304709 % Exel7647 . AMG706 . 
GW-654652 GW-786034 \t, ^^(D^^^W^iT ^> £ £ 5o 

15 $ bfc. ^S&BHfcJiSV^TWEGF receptor kinase RE.^&5Cfri N ^trJ^VEGF 
^^^-»Wi^tl5o JrC VEGF Vi? 7** — #l#Ec. VEGF 

VEGF ^^-^lHL^t5rtt% VEGF ©jfiL* 

4 y ? 4 ^fem^mfe£nte\^o iftVEGF l/i?:/.^ — tfEfrW:, iftf£<7)»rJt 

#R§)o 

#C VEGF — ffifcfe, 0^V<n 2C3 antibody (US6524583, 

25 US6676941K IMC-1121b (US6811779K IMC-18F1 (Proceedings of the 
American Association for Cancer Research, 45, 694, (Abstract 3005), 2004.K 
IMC-1C11 (US5747651K IMC-2C6 (Proceedings of the American Association 
for Cancer Research, 44, 1479, (Abstract 6454), 2003.) ft 2?&3*lf 5 - t ^"C 
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§5„ 2C3 antibody. IMC-mib. IMC-18F1. IMC-1C11, IMC-2C6 

( 2 ) FGF receptor kinase PJiW^Sf 
5 ^BBUfciJSV^Tx FGF receptor kinase P&^^Sf t LT^ 1 - [ 2 -T ^ 7 

-6- (3, 5— v 5 ^ fdf;/7xn;l/) — t? y K (2, 3-d) tf U 7 

--f/V] - 3 -tert-:/^Vl"^WT (£*T\ TPD166866J £&V^5o J. M. C, 40, 
2296-2303, 1997), 1 -text-Zf^A'- 3 - [2- (3-^^f;^7 5 7) 
tV^T ^ / - 6 - (3, hdrv'7xr:/k) — fcf y K (2, 3-d) bf U 

10 5^^- 7 — f /W] 7^7 (I^Tn TPD173074J £ % 5 oEMBO J., 17, 5896-5904, 
1998) #S03;LV\, 

PD166866 (J. M. C, 40, 2296-2303, 1997) . PD173074 (EMBO J., 17, 
5896-5904, 1998) ^^HD^^^Wtt^ - £ ^t#5„ 

15 VEGF receptor kinase P£Wfe®"Cfc 5-fb-^4fer*3 J; 0 FGF receptor kinase Pi. 

W fc*3 it 3_bfB receptor kinase RMMMtfi^ 
fFi£&ft5:&£ 1 &>&"£"t"5o gfe 1/tli, MxJ*\ ^ft7K*^i^. 

tSi©liLttt> thy 7^t, 7J 9 V&MteWTjvu V & 
JK:g % XA'i/tr&tiL* -r^^^At© i 5 ft7;^ JJ±S^It> h])^^^ 
T ^ ^ by xf^7 5 >\ tf y tf a y f % n^^ri^/l'T ^ ^ N, 

^fc, VEGF receptor kinase ELSF4feWT?*> $flS#4fe*3 FGF receptor 

kinase Ra**»*tT?*>5^-^*r3:^ j***-e&ott>J:< N 
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5 Tjs:^^ ^ jo It § VEGF receptor kinase Pi-W^Rfe FGF receptor kinase f& 

PJ^jo^SJi IB receptor kinase Pfi^^fCteU ^{£l*!-T?^fh\ js^. *PtK^?. 
^^^^C7>f^it^rgtt5 VEGF receptor kinase PJ.^%Sf:& JcG* FGF receptor 
kinase PJ-^^ff £ t>^^i~-5o ^fc$ ^BKi-^ft receptor kinase 

10 PJ.W^K», Mtc. MA^Mt^}f(Di^m^^nX VEGF receptor 

kinase PJ.#i^ff £^J&-f £ FGF receptor kinase PfiW^JT Srfe^i - 

(3) SiVEGF^ ^CFGF^Lf* 

;$:^0J!&-:J3V^-C. 3tl VEGF irC^t LTtis VEGF &mWlV%&&ir Z> ^ bX\ 
15 VEGF <Dfa&ftBLMfamtefe&&m&1rZ^fa&fc'T*bZ>Z. ktW& LV^ 0 

U3K::fc^-C. #?*L-V^in; VEGF fet^«^^->X^^ (Bevacizumab) Trfc^o 
-^v-X^^te, t bt/tVEGF (jfeWrt^lPBJi^ii^itH^-) * S ? 13 — ?vMKflC"C 
fc 5 . Genentech *±#> h Avastin £ Iff A"T £ £ £ £ «9 A^i~ § - 



20 *^0J(-*5V^-C, #l FGFfetffci: ttft v FGF ?rliLt^t5i £ 

*t? N fgf (DmMWm^mw^^w^-t ^> ^min;fcxfrz> r. t awt: uv\ 

Pte£*vf\ M*.t£s IgG (IgGi. IgG 2 . IgG3% IgG 4 K IgM> IgA (IgAu IgAaK 
25 IgD *fcf*IgE ©ftl©7^ y>-f^tt5rtm5, 

i~ £ i i: # s ~C # <5 (Antibodies: A Laboratory Manual, E. Harlow and D. Lane, 
ed., Cold Spring Harbor Laboratory (Cold Spring Harbor, NY, 1988)) „ 
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«mjm^rllHlW-t:^i-^)-i^^^ : fT5 -i^-e^^o ^fc. ^iJS (VEGF^ 
7t« FGF <D— gB3=fcte^gB£r^tp) feM^?£mmm, ^i!i^7a^yf7 

>? a ^ >■ h * fc 7k gkfb r /v ^ ~ ? a ^ <d m m v ^ & *x s r v> » ^ ^ f -a i - 



20 fleas ©strife w\ -fe^y-f ^--f/i^&u y a^-vi^y = -/Mfe s z?v hy° 

y>\ fej;^^^^^^**) *^a^ft»!IR]*&*U W^y K— ^<£>3StR 
y-.-^i&i Lttt, EL I S A^7'W A/Tyt^^i^©^ 
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m v ^ - 1 & x # 5 o # t tilths y( ~f v k- ^ « . ig ^ ft f^mw * xm^-t z> 

* fc . _h|B L fc^f* © iff K" *3 J; V V fiBJgg©— % K *3 V > T ffl V > 5 

a — ^-/V^Lf^o — f|3^-(D|i^Srit*U, J^ffcftjKltt F(ab') 2 . Fab\ Fab. Fv 
(variable fragment of antibody) . sFv. dsFv ( disulp hide stabilized Fv) 
10 V^fctdAb (single domain antibody) #3&s^tf &*L5. *Htffl^'5 
^L#:f*> t bMttfr^t h#Lf£7;t> t h£tft:f3\ rfe&^&t: h<Dh(Dt 

20 -efB«cL-fct*5^ -efes^ N (i) — fflt&.iDxmisti&fc&m, Mit 

U < LY186641 % U < LY295501. (2) — (II) "T?* & *L S -ffc#4*U 0 
£ L < » LY-ASAP. (3) LY573636 (5£ (III)). (4) CQS (5£ (IV)) *3j;U« 
(5) — (XIV). £Pi:L< J2E7070 t>b< teE7820^k3S4R£;ft54>ft< 
£ % 1 o<D{k&Vo-e$> «K <fc 9 L < W: LY295501 *5 J; LY573636 3&>b5B#i 

fifa^"s *5§KK:$5Vm:. ^;^y7 5 K-a^b-n-^f*. S 1 * b< tt E7070 
r± E7820 Tfe^o 
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^mm^^x^ jfcflf^&MFfcrim. r2. AWfr^pa^jCj -eiB^urci: 

*5 9 t? & 5 ^ . Mx. f3\ (a) VEGF receptor kinase P!W^ ( b ) ifh VEGF #l 
'(c) FGF receptor kinase P§.$#JK. ( d ) 3jl FGF ti^t? tb 5 „ 
*^0J^*5V^T, (a) VEGF receptor kinase PJ.*^W^.M^«\— ^^(XXIV) . 
5 5£ (XII). 5£ (XIII), 5£ (XVI) (XXIII) *3«fctf5£ (XXVII) (XXXIV) 

VEGF receptor kinase PR^fCte. 0*b<«— (XXV) ^fc»-^^ 

(xxvi) -e* $ at s D x «fc "9 * b < jk^ (v) * r±— ^ (vi) 

^£*u5>fb^-e£>t>. & e> b < tt— jRs*: (v) i^*ti54- (3- 

h^ci/— 6 y K"CJfc 9 . b< J34 - (3-^nn 

_ 4 _ (v/^p/nW^^^/V) 7* ^ / 7 m 7^ V) — 7-^ h^iX 

V^T. (a) VEGF receptor kinase Pfi^JCte. b< tt^ (XII). ^ (XIII). 

15 5£ (xvi) (xxiii) *5J:^ (xxvii) (xxxiv) a> £ *t 5 6> 

f£< b*> lotg^SMtfcD, $ fei-0^U< KRN951 0£ (XIII) K 
AZD2171 (^ (XIII)). AG013736 (5t (XIII)). SU14813 G£ (XVI)). OSI930 
(5£ (XVII) ). TKI-28 (55 (XVIII) ). ABP309 (5£ (XIX)). BAY 57-9352 (5£ 
(XX)). BAY 43-9006 (5£ (XXI)). CHIR258 (5£ (XXII)). JNJ17029259 (5£ 
20 (XXIII) ). AEE-788 (5& (XXVII) ). CEP-5214 (5£ (XXVIII) ). KI-8751 (5£ 
(XXIX)). VGA-1155 (5£ (XXX)). ABT-869 (5£ (XXXI)). AG-028262 (5£ 
. (XXXII) K BMS-540215 (5* (XXXIII) ) *5 £ Xf BMS-582664 (5S (XXXIV)) 

receptor kinase PE^ICte. JiVEGF VtT'^-^.fcS, 

25 #38BBfc*3V N ~C % (b) ^VEGF^f*. fft U< tt^^X^TJfcS. 

*^PJl-*5V^-C. ( c ) FGF receptor kinase Pl^^Kte. 0* b < 14 PD166866 
* fc PD 173074 TfeSo 
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mutism.. &itu^frb<D&ft®ft¥<nf£i&foVo'i>&-$£frz>o 

5 (i) — — (II) 5 -ffc^fcK LY573636, CQS 

(ii) — 1£5£ (XIV) X*m&tlZik<frt%}b VEGF receptor kinase m.^$)Wb (DU^ 

(iii) — (XIV) -t?«$tL?>{b^%i^C VBGF^Cfrfcom^*?* 
10 Sr*>rfSifcdST?^5o 

20 "f-So 
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mM&foft^o m^mmt uh:, m*.t£, mm^c v (cpt-hk 

^rf-P^9^^ (oxaliplatin) , 5:^/^tr £ 9 9 SA> (5-FUk K'fe^^A' 

i — h^7/Vi/^A (n^nzlfyy), /fy^^-=.^ (Iressa 

(Tarceva (SftftSDK -feS"*^:/ (Erbitux (M^I) 

h^/ViX^A, tf7j=f-^y\ -fey ^f^/Tfe t> . fl¥ 

-^y-Cfet). x;mf^7\ -fey=3rv-^y 
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LV 
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15 
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LV 
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5-FU 


LV 
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22 
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1 tes *3SKl!i*3V , »T N Sfi?&3*3W©*t*i:5&5*a*SN *fl&a£-efc5 



•B ^ I- 



*5tf-5£?3; LV^^-^^^r^^i-o LVWu * y A^TFi- 



1 


E7070 
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E7820 
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E7070 
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E7070 
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E7820 


7 


E7070 
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E7820 



^/•(vX7^ 

^/*i>X^ 

/</f>X7^ 

^nvX?^ 
^/f>X7^ 
K/^X^ 



Gemcitabine 
Gemcitabine 
Gemcitabine 
Gemcitabine 
Gemcitabine 
Gemcitabine 
Gemcitabine 
Gemcitabine 



It50t LVMl^-^^-fr^r^-f-o Gemcitabine f* N 

-To 
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3 







1 


E7070 




2 


E7820 




3 


E7070 




4 


E7820 




5 


E7070 




6 


E7820 





te^aiffiOSI ft b* tf % © Sr v ^ 5 o 

fcS>s? N *>v\ -f3*> fvvfcif) (-^fUT, S4t5ii 

is «s ss^ jw*. fL«. mm, nm. ^mm, ^m^-t—mm^m, wmm, u 
mm. mmm, wm, jtf*. n&sdias^ ^wsfu ipm*. aa**. m 

mm, fam M%.&, mmm, mmmm^bi ^xxi^v/— 

*3SW©(SHKa^c*33 £"0?/ 3; fete 3^ h St^B"?*^-^ ^^75 K"£ 
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oTiftD, WIC|SS*^5&V^«S. It^A (fr!6 OKg) 1 0fcfc<9 10—6000 
mg, 0^ b < 50—4000 mg, $ 6> b < J* 100—3000 mg "Cfc «9 , Z.tl 

%mi% i0i~3 mz. ft tfx r. £ as-c^a, 

5 *3SK©Billlj|a^**5 £GV1;7cte^S' hSrttffi-f**^ VEGF receptor 
kinase |ffl^feSCW\ tbftV^S, IMAl Bfefcip 10-6000 mg. 

0* b < H: 50—4000 mg, $ t^t b < i* 50—2000 mg 9 , ^frL^MB 

10 1 — 3 mz-fttfx&^-tz r^tts. 

10 receptor kinase PJ.*#lW^,#(-PS^$tL/^V^^ N ai^Xl 0 fe^c >9 10—6000 
mg, ^ b< 50— 4000 mg. £ 6> icf ^ b < 50— 2000 mg Tfe *9 , ^^tr 

ilSi 0 i ~3 0c^tt^t5i ^^-e^§ 0 

^f.^m(DmM%^m^^xi/^tM^iy fMtst^ ^ vegf fetfte, 

#^Rte£;fL&V^ N il^l— 6000mg, Mia b< fi£ 10— 2000 mg, 
15 b< U 10— 1000 mg-efe X> , itllrltl ll^i-l ~3lHS#t5i 

i^ft§ 0 #l VEGF^^^^v-X^trfflV^m^, -O^X-^te:, ^f- 
Pte^tbftV^S, 0&>fc«9 10—6000 mg, £p J; b < S3 50—4000 mg, 

$ b< » 50—2000 mg Trfe «9 , ^^b^r®S 10 1 — 3 0t^ittS# 

20 <Z) ^11.^^*5 J; t>V^fc«^y bOTtSf^ £rC FGF 

^HdPI^tb&V^, ai^l~6000mg, b < ti 10— 2000 mg, 

b<» lo—iooo mg-efe«9, ZLfri&mm 0^^fe imPbI^i — 3tgj£^i-3- 

tif?)^^*y7^ F-a^-fb^^/cD4», VEGF receptor 

25 kinase |3R^#?ff , £rt VEGF FGF receptor kinase mW&W^frfein, FGF 

faW-b <D*f@* ©li^^^i^c: iotl^S^^ Mxifi, VEGF receptor kinase 

PJ.##J|C, ^CVEGFfetf*, FGF receptor kinase Pfi^^ltf; fcte^C FGF %iW-<D 

^io.oi— looff CMJfc)- -CfeSo § ibi-£?3; b< 0.1— 10# (fiftit) t? 
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IKSk ^ 5/ y ill ^ ^ ©#g P ffl ^ ^ i- 1 5 - t ^ t f 5 o 

$«3!k m^j, *£Sk ^^^j&^&^&fcm. ^fe^<t«9^j, wmm 

Ay^jB, 3SF#Bft; ^s>#$fc* tiffin ^^^^^ s Mv>btbSo z.tib<Df&ftk SS 

25 ^xf-;Vt;VP>-^, 77tfT^> f7^^b*> *;^^^f ^t;Vn- 
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10 



15 



20 



25 



^fc. ^^PJO^ri/ fid^^tL^^^v^X-^^^. i B U Avastin (MM#tf) 

H temb £ ttT— f*(-^^ $ vvr % <£ < , £ fc N P B#^i£# $ fix h £ v ^ L N 
v ^ -f ft 3 > — ^ % \ d t£ U T % J: v \ 
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-So 

15 ttftv\, 

1^5 t h 3: BH£ W HCT116 (American Type Culture 

20 Collection, Manassas, VA, U.SA.) *3 «fc fc f' & & 5f5lBfl£l£ MOLT-4 
(American Type Culture Collection, Manassas, VA, U.SA.) 3r> 10 %<Dl&% 
4^Jfllf . 100 units/ml <D^=-^ V 100 » g/ml h V'T" b ^4 V^Sr^JH U 
fcRPMI-1640 W^^Jt^UfCo j^T. ^tfciW^tlMK 5%C0 2 s 37°C 
^MS^tLfc^f ^ — rt^T^^fCo 10 cm^Olfflflkf^-T^ 

25 2.0x106 IfflJ&OfiJ^i? HCT116 M&cfct)* MOLT 4 lEfl££rff £ , 24 B#^J§#^ 

HCT116 jittKlMU-CJ^ E7820 (0.8 /z M). E7070 (0.8 /z MX LY295501 (30 
zzMX CQS(8zzM). adriamycin (0.2 /zM). daunomycin (0.2 zz MX ICRF154 

71 



WO 2006/030941 PCT/JP2005/017228 

(80 mMX ICRF159(80 /xMK kenpaullone (10 /z Mh alsterpullone (10 nM), 
trichostatin A (0.1 /i MX rapamycin (80 n M)<£> 12 fl^^^rfNffi Ufc 0 — 
MOLT-4 ^ISfcP It fi % E7070 (0.8 # M^fF-fffi bfc 0 £. r. t?> adriamycin $3 
tJP daunomycin H: , DNA > ? — Z) V — f a ^tSI© DNA 

5 topoisomerase II PM^X ICRF154 $5 £ ICRF159 catalytic type © DNA 
topoisomerase II PJL W ffl •> kenpaullone £3 =fc alsterpullone it. , 

cyclin- dependent kinases (CDKs)P£#^X trichostatin A f3\histone deacetylase 
mWM, rapamycin f*. mTOR/FRAP PJL*^J t Lt, ^tL^tlte%D(Dfc&mX*&> 
So l^lftSlllt &*(Dfc&®<D HCT116*WJI&mSt't-$-60%l(9*tia#*-S 
10 (WST-8 &/SV>fc 3 0 ^<D^it5t#0I?Stt^^<) SrSapfc-t© 3 ~ 5{§£> 

^^snaj&SriHiiRufco *^.s -fb^Sr^n^-Ti- 24 B#rai#* vrcmmh mm^m 

0J&Lfc«^bO^RNAOtt(±H^ TRIZOLf^ (-f V tf s?* >-*h») 

2) DNA ^ ^ * T W «fc 5 &te^3&3M¥#T 
# tl/fc RNA £r 100 ju 1 <D diethylpyrocarbonate (DEPC) bfc^^TK 
$ RNeasy # 5> A (QIAGEN) trffl V^Tlt^ U. Superscript Choice 
System (^y^hn^xyttt) *3 £XI T7-d(T) 2 4 ^ -f — SrJBV^T 2 
20 cDNA^-^^bfCo 

10 ix g <£> RNA !^5/tM© T7-d(T) 2 4 1* % lx First strand buffer. 
10 mM DTTs 500 juM <£> dNTP mix, jocfcU 5 20 units/ a* 1 Superscript II 
Reverse Transcriptase 42°C^T 1 WlSiS^, 1 #0 DNA Sr^L 

fc 0 fc V ^ X ,lx Second strand buffer, 200 n M © dNTP mix. 67 U/ml DNA ligase, 
25 270 U/ml DNA polymerase I, *3 «fc 13 U/ml RNase H £r«0 UT, 16°C^T 2 
R^KjKJS £ * 2 cDNA £r-S-$c Lfc Q $ ^ 67 U/ml T4 DNA polymerase I 
trSfe&IILT, 16°Cic:-C S^MSft^t^N 10 /z 1 <D 0.5 M EDTA SrJP*.SJfS«r 
#ih Ufc 0 
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# £> fife cDNA =£: 7 ^ y in n jfs/v J» &£-tffi§£ RNA Transcript 

Labeling Kit (Enzo Diagnostics) 5rfflV\ |#©S^l^ot, tf^-^^b 
UTP & kt^fci CTP "y^MYM^^fl o fc 0 SJ^^^^^ RNeasy # ^ A 

5 y !>A^-e 94°C^T 35 ^HB^MLT: cRNA ^Wf)fit\^fc 0 

WrPrfc Ufc cRNA 100 mM MES. 1 M sodium salt. 20 mM EDTA, 0.01% 
Tween20 p K 45°C^T 16 Rf Ifk GeneChip (Affymetrix) Human Focus array 
-f ]) ?4 X£*fc 0 ^4 y ]) #4 X^ N GeneChip it Affymetrix fluidics 
station fcWitt(Dzfu F^-yV Midi_euk2 «V^if>:|3 J; bfc c 

#Lf££: J3V^c 0 ^-fe^O GeneChip & HP T^^W U—^—^MMMWkB 
(Hewlett Packard) SrJi 3^ ^ U 488 nm 

<D } MS:~^ excitation ^^TV^ 570 nm <£>fc5tf) emission ~effo fc 0 

— ^^fff «^*C GeneChip software (Affymetrix) Gene 
15 Spring (Silicongenetics) &ffl\s^Xffof'o GeneChip software £rffl V^-f 

TiiJpj fcSV^S r^/>j Ufct^lJ»fbfCo Gene Spring £JlV^ 
#J^ff^i-^>AfK-7-B^^'fkcoSSM'l4§rf¥ffi-f"SI^^». Human Focus Array 

20 ^c«o•rv^6^5t^(0^^i 1 ^b^^i:i-PtJi^^^^^-y ^^WSr^Tofc, 
HCT116;iM<DpgJf ift^ — y >-^?W^>^^:^llI 1 ^^Ufco 

^W^IbIIn IH— ©f^^^i^^^i"^ adriamycin #5 =fc daunomycin 
ICRF154 *5 ICRF159. Kenpaullone &£Tf alsterpullone ^tl^fhM 
©oat^^btr^!^^- Vfc (11), iot, IU— 0{^W^r^"i-5{b^ 

E7070. E7820. LY295501 *5£tJ* CQS te> mW<Z>titte J 3-&fe&%\ ^£3- Ufc 
(Hll)o iot, ;fcfl?#ffc:J; *K E7070. E7820s LY295501 $5 £1^ CQS f3\ 
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MMW 2 DNA W^nTW 

^HJfeWTfriHCTlieJlWJI&SrffiV^T^ E7820 (0.16/* M). E7070 (0.26 n M). 
5 LY186641 (59 u MX LY295501 (24 # MX LY573636 (9.6 n MX CQS (4.0 n MX 
MST16 (100juM)> etoposide (3.6// MX ethoxzolamide (410// MX capsaicin 
(280 At MX trichostatin A (0.16// MX kenpaullone (7.1 /tM)©12 {b^i^^^ffi 

r i "C N MST16 tefc catalytic type CO DNA topoisomerase II HL^^Js etoposide 
10 cleavable complex (Dj&tffc&Wi^'f' & DNA topoisomerase II PiLiH^X 

ethoxzolamide carbonic anhydrase PJILtII^X capsaicin tumor-specific 
plasma membrane NADH oxidase PJlilr^X trichostatin A te: histone deacetylase 
P§.W£lk kenpaullone cyclin-dependent kinases (CDKs)Pfi#£fJ tVX, ^frl^ 

15 %r*(Dik&m(D HCT116 m8&fcMirZ> 50%MMm.WMS. 

(MTT SrJf V^c3 0 K©»ii5»^f!l^l'l4^<5<) =SrS2p{<:, 2 

20 ^^feW^I^^/W^ol^T duplicate "Of^ (^^CD^IM:, ^tL^f;ft<£> 
1^:7VW2|KSiJt?£ 3 £ 5 control-1. control-2, E7820-1, E7820-2 (D^m~? 
$:#-5§-&rttbfcX Kt©I{fl4, I^JSM 1 IH^^tf ofd 0 ^Lt, 

GeneChip (Affymetrix) system (Human Focus array)^T Jl \^X^i^^(D^M 

25 ^MMMX-nbtlfz. 26 m (control+12 it&m<D 13 ^^7°/Vx2) <^.cel "7 T 
y{ }V\c~^\_, RMA (robust multi-array average &(Biostatistics(2003), 4, 
249-264)) £tjMU — ~f ^^^(DlEW^i^^^ fcflK it^^ 
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%i/?1-/l'3&S.<Du Mfc^foSfc&JgP (control- 1) Ic:*5lt5^^t;i/iig 

on ^jjt^r^l #s control-1 ^^5fb^#J^®i¥©i/^^tbO n ^jS^#f Co 
^ut, =if-^ ^W^ifctrtl-ItU IM©ffilitafc(12). ^<£>*g§i 
t> UPGMA (Unweighted Pair Group Method with Arithmetic 

5 meanife) \z. £ X> mm&)? 9*?— V f ^fff Ufc(HI 3 ) 0 control-2 iC-oV^^, 
|^;gg<£>5H¥:2:?Tofc(0 4:i3J;tf0 5)„ ftl LfcV7 M)x7|4 R 
2.0.l(http://www.r-project.org/K affy package 1.5.8(http7/www.bioconductor. 
org)~Cfc<5 0 

i2~0 5t*3V^T N TLY1J f*LY186641 %. I"LY2J LY295501 &\ TLY5J 
10 J* LY573636 &\ TCAU te: ethoxzolamide l"CapJ fi capsaicin TMSTJ 
te:MST16£r. TEtopJ Si etoposide & > I"TSAJ « trichostatin A §r > TKenpJ 
f4 kenpaullone Sr^-f-o 0 3 *5 £1*0 5 Kl^V^T. Tde hclust (*, "average")] W\ 
^fHt¥#f^T5NF<^^^^ K7?fc*9 , dupulicate (D^^r — $ (D^i^m^M^^X 

15 $?#T<^H^ E7070. E7820. LY186641, LY295501. LY573636 *3 CQS 

HCT116 Mfc>tf l,x$\%M^irmfc^mkfe^fcm^MW>&&^ U ft 

<Z> ifCOita-'^O (MST16^ etoposide N ethoxzolamide ^ capsaicin ^ trichostatin A N 
kenpaullone) ©^n77>f^i Si^^fj^i^ofc (HI 2 ^ fc> HI 5 ) 0 

iot, *i$fl-i^ E7070, E7820, LY186641. LY295501. LY573636 33 

20 cfo 5 cqs in— ^fc^M^^ffi^^^r-f-s hmt^, m—^t^misi 



36 ^«|fflJi^^^7^^ffiV^■r.E7820,E7070,CQS.LY186641.LY295501 

25 <Z)|pa^±i5g*CpMIS-tt^)ffiM^P^^ 0 JlV^MfflJ&^J^ DLD-1, HCT15, 

HCT116, HT29, SW480, SW620, WiDr (J^ Jb. t: b Jzm&Bl&W) , A427, A549, 

LX-1, NCI-H460, NCI-H522, PC-9, PC-10 (£l±, t HMMtth GT3TKB, 

HGC27, MKN1, MKN7, MKN28, MKN74 (&±, t h fl&fflflfl&tfcK AsPC-1, 
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KP-1, KP-4, MiaPaCall, PANC-1, SUIT-2 (£*_h. fc M»J»**llia*) . BSY-1, 
HBC5, MCF-7, MAD-MB-231 ? MDA-MB-435, MDA-MB-468 (S*-h, fc Mt*«B 

Wfch GCRF-CEM, HL60, K562, MOLT-4 ($k±, t ©36 
8ST*fc 5 . i£X(DMtfctZ 10% CO m^^skm, 100 units/ml 1»>V >\ 100 

/ig/ml ©^ h U^h^4 S^SrSfoBPU*: RPMI-1640i: : &±&§rffiV^T 5% C0 2 ^# 
T 37 0 C^rt$#Ufc (*4) 0 



36 human cancer cell lines tested in 3-day MTT assays 



Colon 

DLD-l (1250/well, 16.8 h) 
HCT15 (1500/well, 14.5 h) 
HCT116 (1250/well, 13.4 h) 
HT29 (2500/well, 19.8 h) 
SW480 (3000/well, 19.5 h) 
SW620 (2500/well, 17.3 h) 
WiDr (2000/well, 18.9 h) 

Lung 

A427 (2500/well, 32.4 h) 
A549 (1250/well, 18.9 h) 
LX-1 (2000/well, 17.2 h) 
NCI-H460 (1000/well, 13.6 h) 
NCI-H522 (4000/well, 80.4 h) 
PC-9 (2000/well, 23.7 h) 
PC-10 (2000/well, 24.0 h) 



Stomach 

GT3TKB (2000/well, 21.1 h) 
HGC27 (1500/well, 14.6 h) 
MKN1 (4000/well, 35.9 h) 
MKN7 (3000/well, 37.4 h) 
MKN28 (2000/well, 22.7 h) 
MKN74 (4000/well, 24.8 h) 

Pancreas 

AsPC-l (2500/well, 28.4 h) 
KP-1 (2000/well, 24.8 h) 
KP-4 (2000/well, 16.7 h) 
MiaPaCaH (2500/well, 19.1 h) 
PANC-1 (2500/well, 27.9 h) 
SUIT-2 (2000/well, 15.6 h) 



Breast 

BSY-l (2000/well, 46.1 h) 
HBC5 (2000/well, 31.8 h) 
MCF-7 (3000/well, 29.5 h) 
MDA-MB231 (2000/well, 21.6 h) 
MDA-MB-435 (3000/well, 24.4 h) 
MDA-MB-468 (3000/well, 34.2 h) 

Leukemia 

CCRF-CEM (1500/well, 27.2 h) 
HL60 (1500/well, 29.5 h) 
K562 (1500/well, 20.6 h) 
MOLT-4 (1500/well, 22.3 h) 



Cell line (initial cell number, doubling time) 

10 itFfft^f^^to 

*4 fcCffcOJUWaSfc-C 96 ? u^U— h (^PJSS) (50 n 1/well) . 

24 I* BOH 8»#3R*3ni©ft^*SraSJPU*: (50 ,u 1/well) o * fefc 72 «PW«fc 
WST-8 (10 ^1/well) SrS&UPl^ 450 nm ©R3teftS:SllS Ufco ft/h— 

15 ^^Wt?J*l^l^feo *H II <E> fitl^ £ Pearson's correlation coefficients Srffl 

V^fc (Paull, K. D. et al. Display and analysis of patterns of differential activity 
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of drugs against human tumor cell lines: development of mean graph and 
COMPARE algorithm. J. Natl. Cancer Inst. 1989, 81, 1088-1092; Monks, A. et 
al. Feasibility of a high-flux anticancer drug screen using a diverse panel of 
cultured human tumor cell lines. J. Natl. Cancer Inst. 1991, 83, 757-766.) 0 
5 ^(Dlfe^ E7070, E7820, LY186641. LY295501 *3 X Xf CQS tt. #S5#WflS 

m~M~tZ>$£M$pmiS&\z-$3^X, m^^M&Wt&^l^fc (*5) o iot, * 

MtfrfcZ.*), E7070, E7820, LY186641, LY295501 *5 J: Xfi CQS W\ 
10 ^5 





E7070 


E7820 


CQS 


LY1 86641 


LY295501 


E7070 


1.00 


0.98 


0.97 


0.93 


0.80 


E7820 


0.98 


1.00 


0.96 


0.95 


0.82 


GQS 


0.97 


0.96 


1.00 


0.92 


0.82 


LY1 86641 


0.93 


0.95 


0.92 


1.00 


0.81 


LY295501 


0.80 


0.82 


0.82 


0.81 


1.00 



^5f2. t hmMmm^^^fc&tfZfe&^ffi (E7070. E7820, CQS, 
LY186641 *5«fct*LY295501) £>*@M##:£r^1~o 

15 MMm 4 E7070 IttfcHe fc*3 if % 

E7070 Wttttt^ilV^T, E7820, LY186641. LY295501. LY-ASAP ^btFt 
CQS oMlWJffittlr^«Lfco HCT116-C9 {2, fc h*J»tf Ifc3fe HCT116 
(American Type Culture Collection, Manassas, VA, U.S.A.) £> VftMW 
X*fo V . HCT116-C9 £ E7070 #&T*T?*£SIU E7070 *££r*Hfclftte:_L 

20 # £ * 5 r &d £ 9 # E7070 » '14 IE tfc # HCT116^C9-C1 #5 £ Xfi 
HCT116-C9-C4 "Cfe S (Molecular Cancer Therapeutics, 2002, 1, 275-286) » 

HCT116-C9, HCT116-C9-C1, HCT116-C9-C4 <D 3 M W & & * 3000 
cells/well -C 96 ^a/W^f ^ n:7V— b (^Jffi) (50 1/wellK 24 H#P^ 

^fc 3 \^M^\(D^^-m^WM L-fc (50 ju l/well)o $ £> 72 H#fS1£fc MTT 
25 ifc (Mossmann T., J. Immunol. Methods, 1983, 65, 55-63) mfo&fe&ffl 
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^(DW^z, E7070 (DMf&W&ftl&fS&fo. HCT116-C9 (C9) m^LT IC50 
0.121 ix M t o fc o rill^l, HCT116-C9-C1 ( C9C1 ) $o £. Tf 
HCT116-C9-C4 (C9C4) ^^"T^^ttf* ^fl^fb IC50 = 31.9 n M> 26.9 juMT? 

5 &> 9 , E7070 <d C9C1 38-«fcTJ« C9C4 KM-T ^'MMmMnum^mm^Tir^ 

ZL t &fflR£tl1t. m 6 ) 0 ^fc, E7820, CQSs LY186641. LY295501. LYASAP 
(DfflfaigtefllUfe&.K'D^X}^ HCT116-C9 ^'M^^^fh^th IC50 = 

0.080 n Ms 1.73 m Ms 33.6 ^M, 10.9 n Ms 1.63 »M l?feofc©^^t, 
HCT116-C9-Cl*5J:tJ ? HCT116-C9-C4 fc^fi-^Stt^s HCT116-C9-C1 toV^ 
10 Ts Zitl^tb IC50 = 51.2 /x Ms 634 Ms 134 Ms 111 ix M N 113 fiMtfe^ 
HCT116-C9-C4 l-OV>Ts ^^-€^1050 = 52.8^ Ms 517 At Ms 138 ju Ms 110 n Ms 
90.3 MMtfcofco bfc^oTs E7820s CQSs LY186641s LY295501s LY-ASAP 

(DmmmMnpmm^^x^ C9 ^^-t-^^tt^^^s 0901*5^^0904^ 

*ti-S^i**sa*fcteTUTV>fe (06), JzoTs E7070s E7820s LY186641s 
15 LY295501s LYASAP *5«fcT* CQS te> IU— ^fcriSfH^ffUf %^1rZ> 

7^1 o 



5 E7070 !M£tsfefc:*3tt 6 
20 HJ£$|4 t±< KiltLT, E7070»tt$s£rfflV^T LY573636 ^Mif^MflfJ 

i§H££r E7070 £ IHRf^M bfc 0 

E7070 ©fflJIMIWIWWi&tett, HCT116-C9 Id**-*" 5 ©fete ft-"* 
(1050 = 0.127 mM)s HCT116-C9-C1 *3J;0 ? HCT116-C9-C4 (-t 
ft-€ft IC50 = 32.7 juMs 28.0 nM) 3&S**fc:teT-t*5 - £ 3 s SS$tf&£ ftfc (H 
25 7) 0 *fc> LY573636 ©ttHIWJ»tt%> HCT116-C9 fc^J-T SffifttJfc^ 
(1050 = 5.11 mM)s HCT116-C9-Cl*5i:t5HCT116-C9-C4fc^"f-SfiH4 if 
ft^ft IC50 = 264 ^Ms 240 ju M) ^Hf^TbTV^fc (H7)„ £oTs 

LY573636 ^s E7070 IH— * fcJ4SiK<0ft5Jl»/! E &^rf"S t fefts IH — * 
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^tlhCO^m (HJfeMl~5) E7070, E7820, LY186641, LY295501, 

LYASAP, LY573636 % b < CQS ^fc» Z.tlh (Dm%>~&iH£&, IH— ^fcfi 

E7820 jfiL^^Ra^t^-t-s iiia^ -rctLfcjfiLWif^PJ. 

W^ttfe^t^^Lll-aSttSf^-f" (WO03/074045 #$0 £ &m 6> /&>K:fto TV^ 

ioT^^yT^ K-a L < E7070,LY186641,LY295501, 

10 LYASAP, LY573636 b < CQS ^fcit^fhib (Dffl.Zf-&t>-&&, JkWff^Pl 

mmme lk^\H8i%m&MMTiy~te4 (in vitro) VEGF 9 

15 f!^£;2x£jM±i?i^*j-i-5 E7820 b ^'^is X -<? 7 b<D 

t hlf^fMl^lfflJl&^^yo FBS 5r^Ti-5 Human endothelial-SFM Basal 
Growth Medium W^tf bnv?x >0fcl8iS 1 x 10 4 cells/ml tlltt, fu 
mMtikmmifc 100 m I & 96 well plate <D& well i^P*:, 37°CT\ 5 VoftcM'tf * 
^i/^^-<-^-^T^*bfc 0 10, E7820 &<£tt&m. ^^i/X^y* (T^ 
20 (3£iMtfh Genentechth^feKf A) &^fcmmt£ hXf\Z. E7820 $5£Xf 

X-^y (Dmih^^^^tsWM^ , 20 ng/ml VEGF (Genzyme Techne 
Corp.), 2% FBS £r"a^i~6 Human endothelial-SFM Basal Growth Medium 
MT. -ttb-etL^r^bfCo ^bt, ^^^^ItllBita^^^ well 100 ^ 1 
/well #Rx.T £ ^ it fc o 
25 3 0^, Cell Counting Kit-8 (Cell Counting Kit-8, fU%MM) 10 m 1 £r 

gfctmU 37°CT-C 2~3 H#r^*m, yv-MJ-^ (3ntl«#tt) 
Kl iot 450 nm 0^}fe^£$i]^Lfc 0 #fJl^;i:Si,Chou £>(Adv. Enzyme ReguL, 

22, 27-55, 1984)£>fl-^5!C;^ ; ^V^i±! Ufco 
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^©gf, E7820 k'<'*l'X-*rzfk<Dm.&&*>*Zr\Z. E7820 ^fcte-^^X^ 



6 







% of control 




(//g/jUl) 


E7820 




E7820 + K/\vX?^ 1) 


0.0000 


100.0 


100.0 


100.0 


0.0006 


98.9 


96.0 


97.4 


0.0012 


1 02.2 " 


94.2 


87.4 


0.0024 


104.8 


89.5 


92.3 


0.0049 


99.4 


88.3 


92.0 


0.0098 


97.2 


80.8 


82.8 


0.0195 


88.9 


78.8 


77.5 


0.0391 


87.9 


71.0 


57.4 


0.0781 


72.3 


68.5 


46.0 


0.1563 


60.5 


64.2 


38.0 


0.3125 


56.2 


62.0 


34.8 


0.6250 


57.2 


60.1 


30.5 


1.2500 


47.8 


56.1 


25.9 


2.5000 


41.4 


51.8 


23.8 


5.0000 


37.4 


54.8 


20.9 


10.0000 


34.4 


53.2 


18.7 


20.0000 


33.1 


50.4 


22.3 


40.0000 


12.5 


51.7 


12.1 



1) : rE7820+^^v / X-^^J ^fh^th(DfeWX7F 'LtcWk&O E7820 



^fc, E7820 t^^iy^^Zf t \^tzM^(D combination index (CI) i£ 

10 l^Ti^ofcri^S>, E7820te, ^^Xv^ifltS £ t \ZL £ V $fflfl&±i 
M\Z.j$1rZ>1&2kga&i>k7fc1rZ. t bfrfcftotz. (M7) a 3;fc. Fractional 
inhibition 0.05-0.95 ©JtSv^fcl&V^ CI & 0,01 KT^J:^ 

15 ^ofc<^^L#ftV^<£>-Cfco7to 
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Fractional inhibition 
(fa) 


Combination index (CI) 


Combined effect 


0.05 


0.07 


Synergistic 


0.1 


0.06 


Synergistic 


0.2 


0.05 


Synergistic 


0.3 


0.05 


Synergistic 


0.4 


0.04 


Synergistic 


0.5 


0.04 


Synergistic 


0.6 


0.04 


Synergistic 


0.7 


0.04 


Synergistic 


0.8 


0.04 


Synergistic 


0.9 


0.03 


Synergistic 


0.95 


0.03 


Synergistic 




mMT yte<t (in vitro) fc.$8 Yf % VEGF \C £ V ft** 



5 &.±<Dffigzfr1b^ E7820 M/^>X-7^i»^W5r bfc£ ^ tf^fc 

fg £ ft O /Co 

10 t aifell (Colo320DM) ^T^^S^^V^ (in vivo) K 

•&tf%> E7820 £*<^^;*Nr:/£<Z>#ffl 

t b ^mwmmw c 0 io32odm (^H^n^^iA) ^ 37°ct^ b%mktf^ 

^ l/ic^^— ? — fa\Z.-&\^X RPMI1640 (10% FBS "^0 TMtJ 80% =t V 

b £ ft 3 U MJ ^v^-EDTA icJ: 9 N SM^HUlX U7c 0 50%^ b V 

15 ^-^y^ig»$^\ 5xl07cells/mL iH^^DSMU h tltcm^MWi^ 
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Sr 0.1 mLfo^- V XfcW8C~Ffc&ttL Ofc 0 0 B «fc D . E7820 cDi£ 

# (200mg/kg • 1 0 2 HI • 3 5®W • SnlS-S-K *3 J; tf-^ ->X^ (25 

mg/kg • 2 nr/a • 3 mm • ^i^ifco isss • mm^^f- 

y^^ty^ (Mitsutoyo) T?«0J£U SXT J+Ji^f+^trllfctl 

MM TV=jMfc^@ (mm) xli@# 2 (mm 2 ) /2 

#Jli¥&-*^-C, two-way ANOVA ^thl&^SfttBSflM! hfht^M^, 
E7820 i f Z?b<D HQ felted* Sr^i" 5 <£> t ¥'J^ Lfc= 

E7820te. WX-r^ifffltS-iKiO, fli*3b*jftS»8e> b 
fb^ E7820 £;/fc«^>*^X^:^¥&<0»*ii:Jfc'<, -rCtbfcfeiJB^^i^^r^Ufc 
(^8*3«fct*0 8) o fifc N E7820 tt, ^^V^iffit5iitJ;!)> ^ 

(*8*5j;tfEI8)o 



8 





day22 kz. &5 it 5 Jfcflft&tefS 


Two-way 
ANOVA 




19.0 + 3.4 




E7820 200 mg/kg 


6.1±1.8 




^✓^X^X 25 mg/kg 


5.1 + 0.8 




E7820 200 mg/kg 
+ ^VX-r^ 25 mg/kg 


0.8+0.3 


p < 0.01 



^8J+ N Colo320DM X — K^^^T^t^^/W^frS. E7820s '^v' 
X-^X*3 J: E7820 £ £ S^M^m^-To i*-^ 

W^0 % dayl £ Ufc 0 

82 



WO 2006/030941 PCT/JP2005/0 17228 

t h^Iiifeft (Colo320DM) ^T^W^TVW-^tS E7070 

t h ^cliSlHJiSW Colo320DM (ATCC X V ISA) Sr. 5%^^^^^^^ 
— rtfc&V^T RPMI1640(10% FBS-a)^ 80% ^7 V b^^^tf 
h U ^v^-EDTA <£ t> ^ iBI^^rlHlItXUfCo Hanks balanced solution 
-C\ 5x10? cells/ml Ktrilt, ft ftfc*BJ&IR»afc«r 0.1 mL fo^- K 

jj^l^ mi&S&H&lklfi 259mm 3 KftoltW&frb^ E7070 40 mg/kg/day , 

*y X^r y 25 mg/kg/day £ fc S V ^ teffim L fc 0 

E7070^J^, 10 105 011 (1~5 0 S) MrtS-^UfCo ^^Xv^ 
£<Jte. 112021^ (1, 5, 8, 12 01) fWftiS-^L-fco 

#F/SI¥*-{SE7070 & l~5 0IKfW^U -^i^X-e^Sr 1, 5, 8, 12 

(Mitsutoyo) *T?8I5£U £JlT©^:*t?M*^*Sr3iWU^o 
ttjfcffcft TV=Mf*& (mm) x|l^^#2 ( mm 2) /2 

RTV : day23 fc&fr 5 J±iffi^#^ (RTV) * 

*RTV = day23 5J3ft*f£^ / dayl <E>#JJHMS#fS 

#JTO^iW£iJ&L3SiP<3: *)iitLfe^uMaBSl*^3Sfl?UN ^° » two-way ANOVA 

-emm-ft^nts: (p<o.o5) &Kftm*m#>z>tiitm&, nmzbR&ft't 

0.05<P<0.10 COiM^-^UmM^i t mfe bfc 0 

E7070 fi, -<s<i/XW^ bfflrmir&Z.hfcXV , E7070 Sfctt^* 
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Tx4 


ikm&fa&t (RTV) 


Two way 
ANOVA 

(Bifc) 


nF^J± Two way 

mm^M anova 




9.3±1.3 


12.23 + 1.80 


E7070 40 mg/kg 


27.0±3.4 


2.70 + 0.97 


^y-^O-X-^X 
25 mg/kg 


26.3 + 2.8 


2.84+0.68 


E7070 40 mg/kg 

^KiyX^X 25 
mg/kg 


P = 0.057 

52.4+6.8 


P = 0.060 

1.07 + 0.29 



9 te, i^UWm^M. (Colo320DM) Stt^Vv (in vivo) \<l$5lfZ>^ E7070. 



5 -O^X^X^J;^ E7070 i^^^X^^^ia-^^^ ^^trLM^^^^-ToS 
#iH£i&P £r dayl £ Ufc Q 

^JL<^;fil^&> N E7070 £ VX^X fc>i£ 5 £ bKX K> , 1r<?tb 

10 

'^MM 9 t: h W-)SlfflJ3M(786-0)^T^*^7 2 VV'(m vivo) fc^^S E7820 

>0 -7-^ h^iX- l^/V/J^I^ F£CQ#jf 

t hW-ffilfflJMc 786-0 (ATCC £9A^) 5%^m^f^-T a.-^- ? — 
15 f*3^:&V^ RPMI1640 (10%FBS^) X*%0 80% ^ 7 /H^ ^ b £ & 6 * 

U Xv-^-EDTA J; 5 . jRM&SrmJ&bfco 50%t b p 
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WW. "C\ 1 X 1 0 8 cells/mL i 



10 



15 



mm 



U N ^^fhtLtMkMWM^: 0.1 mLfo 



V^y^mMjfrTfc&nVfCo &U 7 0 g «t t) , E7820 &r 100 mg/kg. 1 0 
5; / 7x/^i/) — 7 -7 f^rv-- 6 — ^r/ !> ^jfr/V^^Mf 5 K=gr 100 mg/kg. 



f (Mitsutoyo) "t*8H ^ U . KT©^t 



«> it; 



[Bfc%mTV=M.JMM& (mm) X|l^fe# 2 (mm 2 ) /2 



#ffi^}^^oV^T N two-way ANO VA T?iSfeth W ft tB SflMB ^ IS & tbfc ii^ . 
E7820 t 4 - (3— — (v^ n :7"n fciWT 5 7 AO 



•^O^H. E7820 f3> 4- (3-^nn-4- (7^nynt>7 
tSrtia^ *B*8b:£asiR# fctK E7820 4 - ( 3 - ^ n n 

£OT 10) o 



k t mm 

- 4 - 



20 
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1 0 





dav22 }3L4oit §£bMli'f$li 


Twcwav 
ANOVA 


=11/ h JV (4&%±WL) 


1.61±0.23 




E7820 100 mg/kg 


0.80 + 0.13 




-fb-n-#/ A 100 mg/kg 


0.59 + 0.12 




E7820 100 mg/kg 
+ A 100 mg/kg 


0.16 + 0.02 


p < 0.01 



ilOii, W-ffi&ffll&l^ (786-0) #Mtt^7V^ (in vivo) {d^rtS. E7820. 4 

- 7 Y^r-y- V isjjtvifc^ ? K (iio, &t*H io^ ffc^-ft 

A 4- (3-^cra-4- n^n ^ J % ;Vi$=.;V) 7^77x 

/^r^) - 7 - n ^ ^- 6 - / U y * ^ t ^ K?:*to ) E7820 

~» -7-^ h^iX- 6 -*cy V isX/lstf^y-K \?(Dm&^:fc£%1fc@M%)M&. 
^i~ 0 S#H^0 dayl £ Ufc Q 

W_h(D^^:^fc. E7820 £4 - (3-^pp-4- (^^ n/n t>75 / * 

£ *) Af^^fcfi. ^/V* ? K-^T{[^#K L < f4 E7070. LY186641. 
LY29550K LYASAP, LY573636 & b< CQS £: fete £ frl b J; 
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m$,m*5 ^xf^c-y h i-tm co mm ^ tc \t jfc wm £ co <o tz. ae> m^m -e &> s 0 * , 

yj ^ K^Mi'^. £f £ L < E7820 b VEGF receptor kinase PJ.*^ 
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^ CO 



-«5£(I) 



£ ^m^-^^^T 5 III! 



,1a 



,2a 



H H 



0) 



[5£>=K Ete, -O-, -N (CH 3 ) -s -CH 2 ", -CH 2 CH2-$fctt 
-CH 2 0-^ Dte. -CH 2 -|fcli-0-^, RiM*. 7KHf Jf^ l£ fcte^ 

— jRsS (II) 

°w° " 



XI H 

r>2b 




(ID 



R m " r 'R uu v R' 

a^S^r^rbTV^T^ J^C^gT/v^r/V^ g^S^r^UTV^-C^ ctV^C^ 

LTV^TfeiV^Cjj.sT/Va^^A'^^ =■ T KSs -O (S 

0 2 ) CH 3 . -N (CH 8 ) 2. 7x^;H, Il£lrft5 7x^ 
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Jg^^fc^^ttS?rtLTV^T^) J^c^TA-^^tv-XSn R 4b 

J ?-f:fctegmX ; £ ; £'t-"CV^& J^C i.eT/V^r/H R3b$3j;tKR4b 

R 6b ^s^K^utv^^ J^c^er/i^^Kco^^ R5b te7K*JK^-e 

R5b^f c ^R6b(DV^-r^^^— ^tf^ TK^JE^^-efeS) ^-^^^tbmO^i-So] 

(III) 




(III) 



^ (IV) 




(IV) 



N _ [[(4-^no7*=/V) T^7] #/Vt£~/K] -2, 
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N- [[(3, 4-^nn7i^) 7^/] -2, 

N— (2, -4-^no7i-;V^^7U\ 



3. X/^y7^ K^^b-^^^s N — [[(3, 4-^pp7i=/V) 757] 

#/V/j?^/p] -2, Fn^y/77y-5-^My7 5 Kfej;t;N 

— ( 2 , 4 - v 5 ^ n n^y/>f /V) -5-7o ; eft7i>'-2-^;V*i / 7 5 

4. ^y7U'tf^W s > N- (2,4-^7^0^^^^) -5-zf 

5. 5£(IX) 



6. jfc^fr^PJ-^^ff^ VEGF receptor kinase PItlJItfe5^ It^^S 1 ~ 

7. VEGF receptor kinase U^WoWft, — $£5£ (XXIV) 
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,4d 



10 



15 



20 



25 



AV x d-V 



N 



,5d 



(XXIV) 



K (XXIV) A d te, 5£ 




,a13 




R 11 ^N N 



R 



12 




^-S0 2 NR 6d -^$tl5S^ S-NR 6d S0 2 -^§^5l, 5£-N 

R 6d «, tK^M^n *«l3ESr^rbTV^Tt>J;v^c a _ 6 T/^^■/^a**l«:*lft3E 



utv^% £v^c 6 _ 10 t y 



3-8 

LTV^t J:v^3~l 0A#^3Sr$ai^ , 7 l nai^;SS:ift5fc-t-5.)-e**tb5 
^-CONV all V al ' 2 ti^Ji5S (aS'K V all J3. Tk^J^?-. g^^^r^f 



£v^3~i ol^f^rnSSl^ffttS ; v * 12 }-±^7kmw^, 
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10 



15 



20 



25 



; 



IT 



£v^5~l 01^7^7^-^ g^S£T^b-C^-c& £v^3~l 01^ 
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10 



15 



20 



25 



R 7d R 3d' R 




w 



.1 



7d 



8d ^ 




W' N 

i 

R 



X 



3d' 




> 




R 3d " 



R 7d £5j;"0?R 8d {3:, ^fh^f^m^L\,X7^mW^, ^n^^ 



7^ndr^;^^;H^fc|«-CONV dl V d2 (5£>K V d 1 33 £ TJ? V d 2 



LTV^tt)J;V^C 1 _ 6 7^= 3 f 
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-ci^Tt>£i^c 6 _ 10 T y — /i^-B^X^^-cv^^ 5 ~ l o y- v 

8. VEGF receptor kinase RaWfeStfl^ — $£5£ (XXV) 



[s£ (xxv) *u R le «, 5£-v le -v 2e -v 3e v le e&g&W 

iSKJtlK^fx ^/VsJ?— */V2j>n/V^ ^-CONR 6 - 

-e*§jh/53£, S;-so 2 NR 6e -tt$ti5S^ ^-NR 6e so 2 -ti^ 
OCT. R 6e «, 7k*JSH\ gifeKSr^ru-cv^fc j^c^t/^/^ 

S-fcJSg&g&WU-CV^fc £v^ 8 _ 8 V*nTA'^/v£&*3fe-rSo) ; V 3e 




(XXV) 
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10 



15 



20 



25 



X^xh £v^c 1 _ 6 T/v3vi'S N t»i^ttTv^■r% j;v^c 2 _ 5 7;^^^;^ 

i 



Tt> 3 ~ 1 



Y 1 ^ ^ 





K & M & b X V n T & £ V > C 2 _ 7 T /I- =i 3f v- # /V tf? /V- £ * fc o£ - C O N V 

ei v e2 c^;^. v ei *5j;t)?v e2 {*, ^n^tim^vx^mm^^f^-t 
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10 



15 



20 



25 



TV^ & £V^C 6 _ 10 T y — g^S^^U-CV^X^ 5 ~ 1 0M^^i3 



9. R le ^C^TW^^X (fcfcU R le fiC x _ 6 TVV-^Vl^ tr^T LT V^T t> 

10. R le £M ^/l^^fcJ3:5£ 




R 



a2 




1 1. R le #M^WKt:fctt2-y h^^^^/V^-efeS, ff^lf 8 fcfBic(D|M 



12. R 2e ^^7/MfcliS;-CONV 



e 1 1 -XT e 1 2 



1?^$^^* v el 



V 

1 ykmm^, ItS^f LTV>t% J^C^eTA-^/I^ g&g&^UT 
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L-TV^Tt) cfc^C 3 _ 8 uT/V^r/U^ W 

h j^c 8 _ 10 t v — /^s,g^5£<gr^ru-cv>T% £w 5~i oi^fpjy — 

f LTV^rt £v^c 6 _ 10 T y -;vS,f JH^rf Ltv^Tt) iv^ 5~ l OM— 



1 3. R 2e ^v'7yS4fcSS;-CONHV el6 tt^^5l (s^^u V el6 te, 
ItS^f tTV^T% <£vO -C$bZ>s 1*^15 8 ^15*^) E^ia^^o 

1 4. R 26 M-CONHV el7 -et^tl6l (5£t\ V el7 J3:, 7k*HH\ C x 

i 6 . y 1 ^ 
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10 



15 



20 



25 



18. R 5e &7kmW^, C^gT/WS, C 3 _ 8 ^ T3T/l^^r7V*^fc«C 6 _ 



2 0. VEGF receptor kinase IMFMtfl^ — Jt£5£ (V) 

H H 

(V) 

o 

fcWX5r#*U R^ft-NH 2 *fce-NH0CH 3 ^Mt5 0 ' ] 




2 1 . VEGF receptor kinase BWBmtf^ 
N- (4 - (6 —Vr;- 7 - (2 — ^ h ^rV) - 4 -=^7 P 7^) tf" 

^ri/-2-7;V^-P7x=;l/) — N' — (4 - 7;^tn7^^;V) !>WT % 
N— 4 - ((6 -i/TS — 7 - ((1 - ^/V— 4 - fcf^ P 



n— (4 - ((6 - vry 



3 - (v^^Vl^T ^7) 



-7- (((2R) - 

(4 — ~7 m^/V) 

N— (4- ((6-^77-7 - (((2R) — 2-t Kn^-S- 



2 — t 
N' — 



( 1 — tr n 



yi?7) 7nt» ^-^v-) — ^J-^riX) ^rc^/V) — N' — 

(4 — :7^~/V) i^I/T, 

4— (3-^pp-4- n7n fcVl^T ^ / A/i$.~A'') 7^7x/^r 
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4- (3-^ on — 4- (v^ o^o tVl^T 5 7 /V) T % / ~7 =^ / ^ 

—7 - (2 -y b^v^ bdr^) —6 -^7 U K\ 
N6-^o/ntVP-4- — 4- (((^^nyntVl^T^/) 

5 7^/) y^ydfiy) — 7 -y b^iX— 6 -=¥7 y ^^7/l//}?dr 

if 5 h\ 

N6- (2-^ b^r;/xf;l/) -4- (3-^0-4- (((^n7°ntV^ 

r ^ y) %;i«^=-;v) 75/) — 7 -y -^;yy 

10 N6— —4— (3-ynn — 4— (((^o^PtVv 

r^y) /i/) r^y) 7x7 — 7 -y h^ix— 6 -=^y y ^ 

N6— y h^i^— 4- (3-yoi=t — 4- ( ( ( */9 n tf/VT 5 y ) • 
—/V) 757) 7^y driX) — 7 -y bdri/— 6 -dry D i/^/V-tf;^^ 
15 N6— y^/V— 4- (3-yna — 4- (((v'^n7nt°;l/75/) #^7}^ 

7V)" 75;) 7x/^y) — 7 - y h=af ty— 6 -^y y ^/i^d^ ^ 

N6 -xf;v-4- ( 3 — y n a — 4 - ((($/^ n/n / ) )Vt$=- 

/iy> 75;) 7x/^y) -7-/ !)y^/v*>t^ F\ 

4- (3— — 4- (^^P7ntW7?;*;^/V) 75/7i; 
20 drV) — 7- (2 -y bdfiy^ h^rv^) —6 -dry y ^ K. 

4- (3-ynn — 4- (^^n^oW^/^/^^) 75/7x/^ 
—7 - (2 - t Kodr->m hdrix) _ 6 y V^77l/^dr-^^ 

4- ( 3 - y n u — 4 - (^^ n 7p tW7 5 7 *^#^^) 7577x;dr 
—7 - ((2S) -2, Kn^yynt» ^df-sx— 6 -=^7 

25 y ^^/I/^dri^-5: K N 

4- (3-y nn-4- (/f/P7$;;!7;^x^) 75/7x/^^) -7 

-y bdr->- 6 -d-y y ^^/v^df-^5: h\ 

4- (3-ynn-4- (rc^/VT 5; y XsUtf— ;V) 75/7x/^^) -7 
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-7 h^^- 6 -=¥7 V i^^/J?^^ Kn 
N 6 -7 h^rV- 4 - (3 -7 n u — 4 - ^A'/J^/lT) T 

4- (3— ^nn- 4- (^7 n :7 a \f;VT % 7 Jj/Utf— ;v) 7^/7x7^ 
5 V) —7- — 6-^ / Dy^/^^t^ K» 

4- (4- ((^^n7atVV7^/) ^A^^/lT) 7^/7x7^^) -7- 

N-(2— — 4 — ((6 -#/W^^/V— 7-7 h^cf— 4-^7 U /V) 

^-drv/) :7^~/l/) -N' -;/^n7°nt°^7l/7, 
10 N6- (2-tKP ;3 fVxf;V) -4- — 4- (((^^a^nt 0 

;V7^/) T^7) r7 3r7*¥i/) — 7 - 7 h i^— 6 - dp- 7 y 

4 - (3— ^na-4 - (1-70^7 5/*/^^) 75/7x/^v / ) 
-7-7 6-^-7 V h\ 

15 4- (3— i^na-4- (ci s - 2 - 7^t n - ^/^ n 7« t>7 ^ / 

tfzzjU) 7^ / 7x/^^) - 7- 7 h^p-^- 6 - dp- 7 U ^^7/V^^p-^^ h\ 
N 6 -7^-/V-4- (3-7nn-4- (((^P/Ptf/V7U) 
/IT) 7^7) ^cn/^v') -7- (2 -7 hdp-^) -6-^/^ 

20 N6-7f;V-4- (3-^PP-4- (((xf^7 5 7) 

7) 7*;^) - 7-7 h^-^- 6 -dp- 7 P ^/Vtf^l^ b\ 
4- (3— 7nn — 4- (^^P^PtWT^^;^^) 7^/7x7^ 
v-) —7- (2- (4 -^-/VT?^ y 7) rnbdf->» — 6 - 7 y ^#/VaJ*3f 

25 4— (3— ^pu — 4- (2-7/VtP^WU^/^^) 7577x 
7 3P-V-) -7-7 b=3r7-6-dr7!J ^*;V*>t5 K 
N6 - (( 2 R) Tf7tFP-2 - -y^-jv^ f-;V) - 4- ( 3 -7 n u - 4 

- (((7f/V7$7) #^/J?~/lO T57) 7x/*V) -7-7h d r> / - 
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6 V ^#/l^3r^S: h\ 

4- ( 3 -7 ;V3rxi- 4 ~ (xf;V7 5/^;^-;v) T ^ / y ^ / - 

7 -y h*r-y- 6 -=3r7 y ^^/V^^ri^^ 
4- (3-^nn-4- (((^^P^PtVUT^) %;v?$^.;V) T^S) y 
5 x/^y) —7- ((2R) - 2 — t Kp 3 - (l-t'ny^;) :/ 

N6-^f^-4- (3-yan — 4- #/k#;=:/V) 7^ 

y) ^^y^-^) — 7- ((2 R) — 3 -i?xf;V7 ^ y - 2 — t Kp^v- 

10 N6-^f;k-4- (3-yna — 4- (((xf;^7^7) 75 
y) ^r^y^iy) —7- ((2R) —3 — 5?:n<fvKr 5; y - 2 — t Kn^r^ 

n 6 -y ^71^—4- (3-ynn— 4- (((y^/vr^y) ^/i^^/v) 

y) r/^ydr^) —7- ((2R) - 2 — t - ( 1 — fcTn y S? 

15 y) yntfUris) yy*;^>t^ h\ 

N6-^f>-4- (3-yon — 4- (((xf^7^y) #/i//}^/iy) 7^ 

y) ^^ydr-^) —7- ((2R) - 2 — t Fn^y-3- ( 1 — y v? 
N6-^f/V-4- ( 3 - y n n — 4 - (((^f;V7^/) ^r/v^^/ix) 7^ 

20 y) 7xy^^) —7- ((i-^;v-4-^y^) y b^^) —6 

N6-y^-/V— 4- (3— y n n — 4 - {{{^^-;VT 5; y ) T 5; 

y) 7x/dry) —7- ( ( 1 - y 4 - tf^ y y h=3r^) —6 

-^y y 

25 N- (4 - ( 6 — i/Ty - 7 - ( 2 - y bdf-J/j: h^r^y) - 4 - df y y A-) $~ 
drV— 2 — ^/V^-n y ^=-/V) -N' -i/^n^n fc>!)V7, 
N- (4- (6-^77-7- (3- (4-^*!)/) :/n /tf^ >0 -4- 
dfy y/1^) ^-df^yy^ -/I/) -N / - (3- y ^=^7V) 

101 



WO 2006/030941 



PCT/JP2005/017228 



4- (4- {{l/?n-yxi \f}VT% /) $)7Vi$~?V) 75/7xy^v') -7- 

/ h^r^- 6 -=^/ y ^#/M?^5 h\ 
4- (-3 — 77V^*n — 4 — ((2-7/^0x^75/) ^/l^xW) T5/ 

N6- (2-xh^fv'xf;k) -4- (3-^nn-4- (((^f/V7^7) 

4- (4- (3-xf/l/!)WK) - 3 — yjVJrvt — ~7*.J 
10 ^v^/ V >— 6 — y# Tls-y K (2-v"T/x^^) T 

N- (4- (6- ( 2 — V7/if^) ^/W^^f /V— 7 b 4 — =3f 

/ y ;V) t^v'-2-7/VtP7xx^) — N' -v'^n7nt 0 /^7V7 

2 2 . VEGF receptor kinase P-i/S^H^ 

4- (3— ^nn — 4 — (^n7nt°/^7 5/ ^/^x^) 75/7i/^r 

vO -7-i« b^i/-6-^/py^7/VjR^f 5 h% 
20 4- (3-^PP-4- (xf/VT^/*/^^) 75;7x;^V) -7 

h^^-e-^/yy^/^^t^ h\ 

N6-^ — 4- (((^^P7nt>7 5/ ) 

=-;V) 75/) 7x/^) - 7 —2 6 -^r/ y 5 K N 

4- (3-^nn-4- (/f/V7 5 /*/^=/W) 75/7x;^^) -7 
25 -/h^-6-^/yy^/V^f5K 

N6-/ (3-^nn-4- (((xf/l/7 5/ ) #/i^xw) T 
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2 3 . VEGF receptor kinase PJ.^®^, 4- (3 n a-4 - (^ tr 
^7^/*^=;>) T ^ /7x7^r^) — 7 Y^r^— 6 P 

2 4. VEGF receptor kinase |MF*WflS> 4- (3-^pp-4- (s^nr/n 

fciVl'T 5; 7 %;Vi$~;V) 757 ^iX) —7-7 h=^S/— 6 — J V 

2 5 . VEGF receptor kinase REW^R/^ — (XXVI) 




(XXVI) 



±>12f 



(XXVI) .*K R llf Eu tRUUK^n H&S&^TU-CV^fc «tV^C a _ 6 T/V 
5~1 0l^Tn7!)-/H, ff|fe^^#bTV^& <fcV^ 3 ~ 1 0 M^^f 1 
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tLTV^'feiV^Cj.eT^^H, g^XW UT V^T % «fc V^ C 2 _ 6 7VV 

R 5f te. zkStIi>^ t^S^f Ltv^T^)J:v^c 1 _ 6 7;^^;^l, g#lS&- 

tbTV^Tt «tV>C 2 _ 6 T^^r = /^ N g^*£W It V^T t> «fc C 2 _ 6 T/V 

^-,1^ g^s^r^rbTv^r^ J;v^c 3 _ 8 iy^ or/i'^/H, glfe^Sr^ru 

T U — /Vfi^fcteg^SSr^ LTV^^ <£V^ 3 ~ l'O J|^3Sr#Sl^'7 l nai^a6 
teg^S^LTl^T^ J:V^/-C 1 _ 6 7;v^7^ ;Stfc5, lf*^2 5 

2 7. R llf /^T<Dg^S3^fe51fcm& 1 .£*_L<Dgi«£r^bTV^t> 
5£ 
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2 8. R llf ^^ 
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HO 
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HO 
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N 



33J;U* O. 



10 



2 9. R 12f ^7k*JJ^-?;fc5, ii*CK2 5 ^W2«©|S^*S.^#), 



3 0 . V 



3 1 . A 



f 1 3 « 



3 2. R 4f ^^c^j^^-e^§ N If^il2 5 ^IBiK© 



3 3. R 5 f ^gT/I^/l^^fc^C 3 _ 8 V^ aT/l^/VST?fc5, It^I 2 
5 fclfBftOlM^I.^ 



3 4. R 5 f ^/l^S-e$>§, If ^1*2 5 ^|B^(D|S^|i. 
15 3 5. R 9 f ^ 7 Jc^J^-?--T?fc§, ff^^2 5 ^|B«<^|Si 



3 6 . VEGF receptor kinase PJ. 



1=1 



^ N — jt£5£ (VI) 



O 



A, 



R 1d ^N^r 

H 




(VI) 
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10 



15 
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X 



X 



X 
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X 



HN 
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3 7 . VEGF receptor kinase PJ-W^m^ 

5- (2- (((4-fc Kt2dr;/-4-^f;V^!)^y-l-<f^) 

N 1 —tf-jV— 5 - ( 2 - ((4-fc FP^r^t'^y vV) /V) 7^7 

- 4 - try ^-saf-v- iH-i-^y K— /i^/vtf^U"^ K\ 

(2- (((4- (fnP^y-l — f/V) fc^ys?^ — 1 

->f/v) r^y) t°y^y-4-^;^^^) -iH-i--f 
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Ni-^f/v-5- (2- (((4- (tr^y v 5 ^- i -47V) tr^y^v-i 
--f/v) ^ao^/vo 7^y) try i^v- 4 --r/^=3f^) -ih-i — r 

5 N4- (4- (1- (^f;V7^/) *;^;v-lH-5-^yKH^) 

dr^y- 2 - tr y vvv) — 4 — ^-a-* y a^3^ ^ k 

3 8 . VEGF receptor kinase m.WVoW&^ 
10 (1) N- (4 — ^n^e— 2— ^A^n^a^/V) - 6 — 7 h 7 - [2 — 

(1H-1, 2, 3-M)7/-;v-i — fA) ^ h^-sy] ^^-)/y ^-4- 

(2) N- (4 — ^a^e— 2 — ^/Vfrv 7s-;V) — 6—7 7— [(1 — 
15 (3) 3- [(2, 4-^f/Vt'o-/V-5-^/V) ^fuy] -2 f K y 

(4) (Z) -3- (2, 4-i^^vV— 5- (2-t^y-l, 
y |fw.,v_ 3 — { \) =f I, ^ *f- ; v) - l H- t°n— ;V- 3 — fA) -7nft^ 

20 (5) 5- (5-7;Vtn-2-t^y-l, 2 - i?t Kn-f >- /V- 3 — >f 
y-z^/^A) —2, 4 — ^7 ^A— 1 H— /V— 3 — Xr sv^^i/V y? 
7i/y K ( 2 - i?^<f>jVT % / ^A-) T % K, 

(6) N, N- v 5 ^ 9VV^y i/V 3 - { 5 , 6 , 7, 13 -T" h9t Ko- 9 - 
[(1 - 7 f^rV) 7 ^A] - 5 -t^ry- 1 2 H--T ^xV (2, 1 - 

25 a) t°on (3, 4-c) *;W^/-/>- 1 2 — fA} ^ntVUx^T/K 

(7) 3- (4-^n^-— 2, 6-^7^tn-^y^t3f7) -5- [ 3 

(4-t°ny^y-i-'f;i'-7 , f/w) -!7WK] — f yf7^;v-4- 

tf/V^^y Tis-y K 7^ Kn 
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(8) N- {2 w- 4- [(6, h3rv'-4-=^> ? y ~/V) Jr*- 

(9) 1- -4- ( 4 - \? y vVV^ ^/V) 7^7^^ 
(1 0) N- (2-^PP-4 - [(6, 7-*?* b^r-^-4-dry y /V) ^-^ri/] 

(11) 4- [(4-7/V^-Pf- 2 -/^/Wf > K— 5 --fA-) Jr3ri/~] -6 

[3- (t'py^y-l-^f/V) :/ a *Jn° v/] WU^ 

(12) 6— [2— (^ =f-;V^i jV) 7 m ~/l^/I/:7 T - ,v] — 3— E — 
[2- f/V) az^^i/v] 4^^^— ^ 

10 (13) 5- ((Z) - (5-7/V^-n-2-^-^y-l, Kn-3H- 
^>-K— /V-3 — fy^>-) ^^-/W -N- ((2S) -2-t 
^;V*!)y-4-^;W/nt 0 ;P) -2, 4 - ^vV- 1 H- fcfn— /V- 3 - 

(14) 3- ((=¥ / V is— 4 -^T/V-y T^J) -N- (4- ( b !) 7;^t 
15 n-y h^riy) 7x=;l/) ^^"7 ^ f — 2 -TJ/V^^f" 5: h\ 

(15) 6— (2, 6-v/7PP7x^/V) -8-^f/V-2-7x^/V7 5 7 

-8H-trPK[2, 3 - d]t°y ^ v^- 7 -^-^ N 

(16) 2- ((1, 6-S?fc Kn-6-t^y-^y^y-3 — iA't^A') T 
^/) -N- (3- (M)7/VtP^f/V) :7^n/l/) -3-tfy -Jly-^3)V 

20 F\ 

(17) 4- (4- (4-7pp-7x^7^7) -~7u[2, 3 - d]\? V ? 

^ f /V7 ^ h\ 

(1 8) N- (3- h y 7^tn^f;V-4-^nn7x^) -N'- (4- (2 
(19) 4-T^y-5-7/V^~n-3- (6- (4 ^A- v^-l 
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(2 0) 4- (4- (1 -7^ S — 1 —*f-As— ^^-;V) -7x=^) -2- (4 

- ( 2 — ^-/^7j> V is— 4 — A*— -7x=^7^/) 

(2 1) [6- [4- [(4 v'V- 1 --T/V) * ^vl/] ^^/V] 

5 -7H-t°nn [2, 3^d] fc°y^^>'-4 — i)V\ - ((R) -1-17^^ 

(2 2) 9 - (1 h^rvO p*^vV— 12 - ( 3 - fc Kn^n fcVW) 

- 6H, 7H, 1 3H— -Y 1>"T J [2, 1 -a] t°nn [3, 4 — c] */W^>/— 
71/— 5 — rtf"^ 

10 (2 3) N- (2, 4 -v^/V^n 7 a ~/V) -N'- {4 -[(6, 7-v^'h^ 

(2 4) 5 -[N-^^VV-N- (4 -^"^ ^5*^/l/t*^7x=/l/) T-fe^/V] 

(2 5) N- [4- (3-7^/-lH-^y^/-;V-4-^;l/) :7rn~/V] 
15 — N'— (2 — z7;Vj$-u— 5 - ^f;V7i=;V) 17 1/7, 

(26) 2 - ^ ^VV'— 6 - [ 2 - ( 1 - ^ ^/W- 1 H i % & y^' — /V — 2 f JV) 

-=f-^/ [3, 2-b] — f/v^-^ix] — -o-y [b] 

y-3-^;V^!Iy^ 7^y K ^W5K, 
(2 7) (R) —1- (4- (4-7^tD-2-^^-lH — 
20 -^f/V^-^^) [1, 2-f] [1, 2, 4] M)7^7y- 

(2 8) (S) - ((R) -1- (4- (4-7/^o-2-^f^-lH-fyK 
— /k- 5 —sfAsX-^Zs) -5-^f;H; 0 on [1, 2-f] [1, 2, 4] MJ 
25 7i^y-6 OVJr^cl/) 2— Jr—/V) 2-7^/ > 7°n/Vx-h 

3 9 . VEGF receptor kinase |&#Mta^2C3 antibodyaMC^121KIMC-18FU 
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imc-icii asXTfi imc-206 a>&fc5«Ea>e>3B^£*is^>&< thi -do^w- 

5 4 1. ifc.Wff^PJ.W^K^. FGF receptor kinase U^^O'M.'Vh ^ , If sj^S 1 ~ 

4 2 . FGF receptor kinase IWfejJf;^ 1- [2-7^/-6- (3, 5 - i? 
^ s.—A') -t°U K (2, 3-d) if]) *i?l/-7 — < >V\ - 3 -tert 

— ^f-A'ty WT*5 itfl -tert-^^-/V- 3 — [2- (3-^W5 7) 
10 ^0^757-6 - (3, J- =3^:7 m~/V) —try K (2, 3-d) 

4 3. JkWff^P-i-^W^, £l FGF 5. If jfcJg i ~ 5 <E^1**ba>— 15 

15 K:fB<fc©BOigjt&J&*&o 

4 4 . >-T 5 Y^^ik&m t VEGF receptor kinase PfiW^SC t 

m ie * 1/ t % y^^w^sm & % 
— (xiv) 




(XIV) 



20 
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cm-t, fiifessr^ru-cv^t «tv\ mmm^&i&fcte 2 testes 
xtt-N (R 1 ) -^tci-tm^m^-^, 

5 Yfi 

I 3 I 
— C(R 3 )— N 

ZJi-N (R2) 
10 ^^fc««T/V :3 r/l'Slrs 

ttl IB VEGF receptor kinase HUMfeifffl^ 
15 (1 0) N- { 2 na-4- [(6, 7 - v 5 ^ b dr V- 4 - 3- / y ;V) 

(11) 4 - [(4 — - 2 - >- K — /V— 5 — - f AO ^-=3r^] - 6 
-^h^rv--7- [3- (k'P^^y-l-^/V) 7n*>v^] U 

(12) 6— [2— (p* ^Aofr/W^-f AO 7i-;^;1'7t= : ^] — 3— E — 
20 [2- (try v 5 ^- 2 — >fA0 m^—A] -f^V— A N 

(13) 5- ((Z) - (5 --7jVirxi- 2-&*y— 1, 2-v ? fcKn-3H- 
-fyF-^-3-^!Jf» ;*^A) -N- ((2S) - 2 - t Ka drix- 3 - 
W!iy-4->f;V7Ptf;V) -2, 4 — ^ ^ A — 1 H— t° n —;V — 3 — 

25 (14) 3- ((df / yy-4 — fA^A) T^y) -n- (4- ( b u 7;vt 

(15) 6— (2, 6 -v 5 ^ v v 7i^/V) -8-^f/V-2-7x-;V75/ 

111 



WO 2006/030941 



PCT/JP2005/017228 



-8H-t'i)K[2, 3-d]t?y 

(16) 2- ((1, 6-S?fc Kn-6-t^y-l^y^^-3-^;^f;v) T 
^/) -N- (3- ( h y ^/V^-n^^/V) 7i=^) -3-t o y^y-^;V 

(17) 4- (4- (4-^pn-7x^75/) -7n[2, 3-d]tfy^ 

(18) N- (3 - h y t< ^/V- 4 — ^ n a7i-/V) — N'- (4 - (2 

(19) 4-7^;-5-7;PtP-3- (6- ( 4 - ;* ^/V— tf^^ ifls — 1 

— -f/v) -m-'<^^ > / k -^-2 — < 7V) — 1 H— ^7 !) 7- 2-t 

(2 0) 4- (4- (l-7$;-l-^f^-^) -:7mn/V) - 2- (4 

— ( 2 -^e/v/fr y 4 -^r/v-^-^/v) -7x^;v7^y) - tf y v^y- 

(2 1) [6- [4— [(4 -rc^/i/f^^v?^— 1 — >f/U) ^^VV] T^rc^/k] 
-7H-t°nn [2, 3-d] t°y^v ? ^-4 — f/V] - ( (R) -l-7m^ 
7^^ 

(2 2) 9 - (1 -t^-jVzc* tT'A'- 1 2 - (3 - fc Kn^fV7n fcW) 

-6H,7H,1 3H-^yf / [2, l-a]'t°nn [3, 4-c] #/W^/— 

(2 3) N- (2, 4-^7;VtP7x^) -1ST- {4-[ (6, 7-v^ h ^ 
I/— 4— df-;i);v) -t^y]-2-7;vtn7i^;H 7^7, 
(2 4) 5-[N-^^/V-N— (4 ^f^/V't'3p">'7x= /W) Tir^/V] 

(2 5) N- [4- (3-7^;-lH-^y^/-^-4-^;V) ^] 

— N'— (2 —~7 ?VJru — 5 — jt'f-jvy ^=^;V) tyUTs 

(2 6) 2 — 6 - [2- (1-^^V-1H T /V-2 f /V) 
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-5^/ [3, 2-b] try 7 -sCAs***/] <>-y [b] 

(2 7) (R) -1- (4- (4-7;Vtn-2-^f/!/-lH — f V /V- 5 
--f/V^-^ri/) -5-^^t°Pn [1, 2-f] [1, 2, 4] MJ7^y- 

(2 8) (S) - ((R) -1- (4- (4-7;Vtn-2-^f^-lH--fyK 
— ;U-5 — -5-^f;Vt°un [l, 2-f] [1, 2, 4] hV 

4 5 . l/T =■ K-^^^^fe £ VEGF receptor kinase m.W$)W i: 

15 — (XIV) 




(XIV) 



20 iK^i br^HK^^r liS-a-t?^^P6M-^^n^^ N 

x«-n (ri) -i&itnwtmm z ¥-&. 
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I 3 I 
— C(R 3 )— -gtzlt N 

Ztt-N (R 2 ) 
■=F * fc T 7V*c)V^ % , 

10 fulB VEGF receptor kinase PJ.W^®^> 

4 6 . VEGF receptor kinase PW^ff ^ 4 - ( 3 - ? n a — 4 - (i/^n^ 
15 nt>T5/*;V^^) 7^7i/^r^) — 7 — ^ h^r is — 6 —^r / }) 1/ 

4 7. ^wyr^; FtfM^, n- (3-vr;-4-^f;v-iH — r 

4 8. ^3&$&j£«^ 0ffr8fcjBE2&8&/£#»-Cfc5* If^lll. 5. 4 4*5«fct*4 
4 9. JfeWif^PJ-*ffllS^*J.^-efeS N ff^lll, 5, 4 4*3 

25 so. (a) ^/^yr^ h*^fc&mt]h^Wr&m^mwb%ffimirz>z. 

114 



WO 2006/030941 



PCT/JP2005/017228 



— #5S;(D 



1a 




H H 




R 



2a 



(I) 



Ete\ -O-. -N (CH a ) -CH 2 - N -CH 2 CH 2 -ffcS 

(II) 




(li) 



bxv^% J^c 2 _ 5 T/i^^^#/V7K:^/v3£. =■ f Tv^ Fi^ -o (s 

0 2 ) CHa, — N (CH 3 ) 2, tK^K^ ^^^/V^. g^S^-r 5 7 =c 
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ttTV^rfeiv^c 1 _ 6 T;^^;^l ({&U, R5b ^fcteR7b ©v^tt,^— 

R5b^f c ^R6b(DV^TtL^— 7K*J^^-CS>§) ^^rtT,^f^«8*-r^o] 
5£ (III) 




(III) 



^ (IV) 




(IV) 



N- [[(4-^nn7x^) 75/] #/V/i?~/Kl -2, pn-l 
N- [[(3, 4 — v?i7 n d ~7^~7V) 757] -2, 
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N— (2, -4-^pn7x=;l/^;l/*y7 5; Ks 

5: K 

5 *3«fct* 

2 -7/V7r^7^ K— 5 -^nn^/^fty V 

5 2. ^/WafrJ'T^ K-£#te"^4&a^ N — [[(3, 4-i^^nn7x^) T ^ 

10 /] -2, Kn^y^77> / -5-^;v*y7? K*5<t 

"0*N — ( 2,4 — 5?^ n n ^<l/ 4 ;V) - 5-70^71^-2-^/^^ 

ho 

15 5 3. 7/V*y7U^f^W, N- -5- 
7n^ft7xy- 2-7My7^ KOt h P If 5 0 f S 

54. (a) ^*^7 5 K^^*iJiiL« f *f^iafF4fcflriSr^ffl^sr. t&m 

20 t£ < t h 1 o £ , 

(b) ^/v^^T^ K^^fc^4fe&^t?B06Bjfc4&fc* ' 
5£(IX) 
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<DmW3n%o-? & % x tufa *r v v 0 

5 5. ifoWfr^-i.*^®^ VEGF receptor kinase PJL^^JWefe 3 ^ Ht^^C 5 
5 6. VEGF receptor kinase PfiW^Sf/^ — (XXIV) 



R 



4d 



d ri 



x a "'Y N "R 5d (XXIV) 

o 

[5£ (XXIV) A d «. 5£ 




V 



a13 



v n ^A 11 

R 11 ^N N 



ie.1t.tS. 



R 



,12 



R" R 

(5£*K R ld 'J3\ ^-V 1 - V 2 - V 3 (5£cK V^ifl 




14 // 
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10 



15 



20 



25 



UTV^fc J:vnc 6 _ 10 T y —/VS. 
\^X% J^3~ 1 0*^«— ^ln^^^^^-f-^ ;v al2 i4,7kigf, 

LTv^t £i^3~i ol^fi^folSl, 7kmm, ffgU£&^TL-^ 

dr^/V^, S^*&#LTV^T& j:V^C3_ 8 ^^ n7^^;H, S^S^r^TU 



T;v^rjv^ ttl^rf LTV^T% J;v^c 2 _ 6 tvv<>-— ill^f tr 
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J; 5 ~ 1 0 M.^"r n T V —7V: 



R 



,7d 



8d 





R 



w 



3d' 



,7d 



R 8 V^ 



,1 




W N 



X 



,3d" 




> 




R 3d< 



(5£* % R 3d ' tt, 



^fnl, 75/1, SlS^f LTV^t^J:v>c 1 _ 6 7;^;vi, gm*£r 
iil^f Ltv^Tfe J:v>c 2 _ 7 7^;H, gl^^^LT^-c^ £v^c 2 _ 7 

7^ndf;/^;^n;vSf /t}j;^-CONV dl V d2 V d 1 *3 J; V d 2 



{2, ^:tL^^^|^z:UT7Xmi^^-^^(^mm*^^^bTV^-Ct iV^C 1 _ 6 7;^ 
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R 5d te, 7kltD§^> gi&a^bxv^^ J^Cx-eTA-^/^ tilt- 

^r— i^Slrf LTV^T^ J^C 3 _ 8 nT/v^/i^ BjfeSSr^L 
Tv^T&£v^c 6 _ 10 ry — /v^g^^^^UTi^-C^ £v>5~i oI^tp 
T U — /VX^fctegmS^bTV^^ 3 — 1 oi^fi^ 

5 7. VEGF receptor kinase PJ-^K^ — (XXV) 



[5* (XXV) 4»> R le te, 5£-v le -V 2e -V 3e (5£*K V le fi, g^aSr^r 

JiffEJtH^ #A-/}?~/VS s x;l/7^f^;H N ^/l^n/i^ ^-CONR 6e - 
XM&frlZ)^, ^-S0 2 NR 6e -tt$tl5S^ S:-NR 6e S0 2 -lrt$tl 

S, e^S^^bTV^T & <fcl^C 3 _ 8 ^ nT/v^/i^S, g^S^r^bTV^T 
%J^C 6 _ 10 T y — /l-S.g^S^^b-CV^-C^ J:V^ 5 — 1 Ol^ro7!J — 
fcf*gm*§r^" UT^X t> «fc 3 ~ 1 0 B&ftEm^ n H^Sr7S* 




5e 



(XXV) 
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10 



15 



20 



25 





M. * ^ b T V > T h £ V > C 2 _ 7 T / V =t =3f- # 7V t$ =z. ; v M f; fc J * ^ - C O N' V 

el v e2 (^■f. v el *5itj«v e2 « N ^r^-etiSi^UTTkmJl^-^fc^gms 
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c^eT^^/H, g^^^bTV^T^ iv>c 2 _ 6 T;^=;H, gilS^ 
n T/V^/V*. g^X^^bTV^fe J^C 2 _ 7 Tvvi^f:fcJ3:g^K£:;jr b 

^bTV^% J;v^c 2 _ 6 T/v^=/vS. g^S^^UTV^T t cfcv^ 2 _ 6 T/i- 

-rv^-r & £V^C 6 _ 10 T V — /V^g^K^^rb-CV^Tt) 5~ 1 OM^fn 
T y — /I^S^ fcteg^*^ Ut % =fc 3 ~ 1 0 M^^f^-^ a ^5£S 

■vm£nz>ik&m, &b< js^^ira^i-fFW;*^^. -tax 

5 8. R^^Cj.gT^^/H (fcf£b. R le SCi.gTA'^H^f UTV^t 

^d^fcawr^s i j^-L^gmx^b-cv^^ £vv» -efcSu it^is 7KHB4& 

5 9. R^M^X^fcte:^ 



•i~Z> 0 ) Xm£tL%mXfo%, lf^IS5 7 &|B«^^^ ho 
6 0. R le #M ^-;vm^tz.\t2 h^^^^^^XhZ, ft*^ 5 7 ^fEifcCD 
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6 1. R 2e ^;/7/If fctiS-CONV ell V el2 l?*§tl5S (zS'K V e 1 



f LTV^T^ «fcV^C 6 _ 10 TP — /v^g^*£r^bTV^T & J^5~ 1 0* 



CD 3^ ho 



6 2 . R 2 e & 9 
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6 3. R 2e M-CONHV el7 ti$Jl5S (5$^ V el7 {£, yfcSSDK^ C x 
_ 6 T/n¥/va£*fc»C a _ 6 TA'a'ap.vSSri&!ftc , f"5o) *?*>5s SlNt® 5 7 fcfB 

6 4. R 2e ^-CONHV el8 ^$ix5S (^"^s V el8 «. 7kSfIfC^\ ^ 



6 5 . Y 1 /^ 
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6 6. R 3e :£J;t5R 4e ;as7kifjj§C^i?fc5, S»*«5 7H:Et©*y b, 
10 7y-;H (fc«U R 5e «, ^n^^^-^J;rj?^ ^^^/i/^-/^^^> 

i£U:©S*fe2E&^L-cvvrfc ±v^) -efe§, If 5 71: 

6 8. R 5e ;aM^vVg, if^SJftH^^P7ntVVit^5, 8**® 5 7 ^ 
6 9. VEGF receptor kinase IWfeff — fe£ (V) 



;7°n fcWS-SritBfeU. R2c NH 2 NHO C H 3 SrSc^fSo] 

^»P^/-C & 5 N If ^il 5 5 fcflBft© s> h o 
7 0 . VEGF receptor kinase |ffl£F4&flt3&S % 
N- (4- (6-^7;-7- (2 -^>=3rv-^ fdr^) -4-*S V /V) 

^^-2-7;^P7x=;V) — N' - ( 4 - ITVV^n y =c =-;V) y l^7\ 
N— 4 - ((6 -^77-7 - ((1 4 - y 



N— (4- ((6-^77-7- (((2R) —3 - (i?xf;V7^7) — 2-fc 
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Fez tW) ^-^r-» — ^"^^) ;v) — N' — 

(4 — y/is^rv &UT^ 
N— ( 4 - ( ( 6 - ->7 7 — 7 - (((2R) — 2 - t K o =5r */— 3 - ( 1 - tf n 

5 (4-7;Vtn7s-/V) 7^7, 

4- 4— (^a/n^T^/^/^/V) 75/7x7^ 

— 7 -7 h^v-— 6 -^f7 y >-#/V^-?-5 h\ 
4- (3-7nu — 4- ^ n / p t°^7 ^ / 7^77x7^ 
I/) —7 - (2-7 b^i/x h*c-» ^#/V^3^5 H\ 

10 N 6 — is? n'/n tT/V — 4 — (3-^nn-4- (((i/7n^ntVl^7 5 7) 

7 5 7) 7x7^^) — 7 -7 h=¥5X— 6 -^7 V l/jtjjv&^r 

1^5 K\ 

N6- (2 — 7 h — 4 - ( 3 -7 n n — 4 - (((^^P7"nlf;V 

7 5 7) UtViR^/V) 757) 7x7*r5X) —7-7 h^7- 6 -^r7 y V 
15 #/V^3^5 K> 

N6- ( 2 — 7;Vtn^f/l') —4— (3— ^nn — 4— ( ( ( a :7*ia fcf/V 
757) #/V-/l?~/V) T 5 7) 7x7^^7) —7-7 6 V 1/ 

N6-7 ( 3 -7 n n — 4 - (((7^ n7"p t°;^75 7) ^7^^ 

20 ~/V) 7 5 7) 7x7 — 7 -7 h^f— 6 — 3r7 y ^/V-z^l?- 5 F\ 

N6-^f;V-4- (3-7cicr — 4- ( ( (»7 n 7°n fcWT 5 7 ) 

7V) 757) 7x/^7) —7-7 h^v-— 6 -^7 y i/#/I^=3rf-5 h\ 
N6-if/V-4- (3 -7 an — 4- (((^7P7ntVV7 5 7) 

757) 7x7=3^7) —7-7 b^v-— 6 -^7!) :/#/I//J^1h 5 K> 
25 4 - (3 -7/V^-n — 4- (^7P7 , Pt 0 ^7 5 7*/^^) 7577x7 
3rf) — 7- (2-^ fdr7xh^7) -6 - ^r7 U ^/V*>f 5 F\ ' 
4- (3-7 n a — 4- (7^ p7p b>7 5 7 *;^^^) 7577x7^ 
fy) —7- (2- t Kn^i/x b^v-) — 6 -dr7 y V#/l«tf<^5 b\ 
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4— (3— ^ no — 4- (is? n if/UT ^ 7V) 75/7x/df- 

v0 — 7- ((2S) -2, ^^r^— 6-^/ 

4- (3-^pp-4- f ;V7 ^ J %/V7$~/U) T%;~7^/3r*y) -7 

4— (3-^dp-4- (xf;vr> 7^/7x/dr^) -7 

N 6 b^riy- 4 - (3-^PP-4- (((xf;i/7 5;) T 

10 4— — 4- (v'^ n7°n t>7 $ T^y^^/^ 

vO —7- h^v^rc fde-^) —6 -^y y ^yfjju-^^-f-^ b\ 

4- (4- ((i/^P7°otVP75y) 7^;7x/^^) -7- 

N — (2 -~7;VOrxi - 4 - ((6 — #/W^^f /l^- 7 - y h^v-- 4 — dp-/ y./V) 
15 7 -N' -^n7"nt>!>^ 

N6- (2-t Ko^r^f;V) -4- t=r — 4 - (((^n^af 

7^/) 7x/^^) — 7 -y h^V— 6 -3f-/ V 

4 - (3-^pp-4 - (l-7°ntVV7 5/^;^;H 75/7x/^) 

4— (3-^pp-4- (c i s — 2 — n^n t:°/VT ^ 7 

N6-^f/V-4- (3 a n- 4 - (((v'^o/nW^ / ) 7J/1^ — 

71/) 7^7) 7^y=3rV) -7- (2-7 f^^xb^^) -6-^/y^ 
25 JJSUtf^-f-^ h\ 

N6-^f/V-4- — 4 — (((if;V7^7) 7^ 

4— (3— pun — 4- (i/^ tVv-T ^ /%;Vt$=.;v) T ^ / 7 ^ J ^ 
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—7- (2- (4-^7*!i;) xbdr-y) — 6 - * J ]) 

4 — (3— ^pp- 4— ( 2 - 7;V^*nxf;l/7 ?: / T % S ~7 zr. 

/ dfv-) — 7 -y 6-*rS P ^/l^d^ K> 

5 N6 - ((2R) Tf7t Kn-2-77=;^f^) - 4- ( 3 - y n u - 4 

4- (3 — y;v^ru-A - (xf ;vr 5 / 7^/7x/^^) - 

7 _y fa^- 6 -dr7 y >- # dr f- 5 P\ 
10 4- (3-^nn-4- (((V^ n zfxx \f;VT 5 / ) 7JA-# — /V) 75/) 7 
^yd-^) —7- ((2R) -2 — fc K n^>-3- (1-fcfn p vV) 7° 

N6-^f/V-4- (3— ^ptn— 4- (((^^7 5/ ) tf/Vtf^AO 7$ 
y) :7^y df-S/) —7 - ((2 R) -3-^W5 /- 2 — fc Kndr^ 
15 ^-n^=3e>» — 6 -df y y ^TJ/V^^rih^ K; 

N6-^f^-4- (3-^pp — 4— (((xf;l/7 5/ ) ^/V-fl^/V) 75 
/) 7x/^^) — 7- ((2R) -3-^f/V75/-2-t Kp^tv' 

N6-^f/V-4- (3— ynn — 4— (((^f/V7 5/ ) 77/1^— 75 
20 y ) 7x7^^7) —7 - ((2 R) - 2 — fc KP^y-3- ( 1 - k'n P v> 

y) ^a/K^^) — 6 -^y y b\ 

N6-7f /V— 4 — ( 3 - y n n — 4 — (((xf;V7 5/ ) 75 

y ) 7x7^^7) —7 - ((2 R) - 2 — t Ka^V- 3 - ( 1 - y 
y) ^n^df-V) — 6 -dey y ^7J/V7}sari^5 ^\ 

25 N6-7f/V-4- (3-yna — 4- (((/ W5 7) 7J/V^=/V) T5 

y) ^^ydr5x) —7- ((i -y ^-/v— 4 - t°-<y v 5 /!/) y fdr-» —6 

-dry y ^77/V^dr-^5 h\ 
N6-7f^-4- (3-ynn — 4— (((xf;k7 5 7) 77 /^—/v) 75 
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y) 7x/^>» —7- ( ( 1 - pi ^/i— 4 - V * h^riy) — 6 

N- (4- (6-->7V-7- (2 b^r^rc h^ris) 

dp-V — 2 — 7x-;k) — N' - i/^ n7n t°^7 1/7, 

5 N- (4- (6-^7/-7- (3- (4-^M!l/) 7 n /K ^ V> -4- 

t*^7x=^) — N' - (3- 7 ^=.;V) 

4- (4- ((i/^o7n tVVJ^/) tf/l'tf^/V) 7$/7x/^i/) _7_ 

10 4- (3—7/l-^-t3 — 4— ((2 -7^tnxf^7^ 7) jj/UT$=./V) T ^ / 

N6- -4- (3-^nn- 4- (((^f^7^/) 

/P) 757) 7^S*cls) - 7 -y h=¥V- 6 / y ^2r/utf^ 

15 4- (4- -3-7;Vtn-7x7dry) -7-^ 

^y^/ !J y- 6 -*;k*>'7!J 5/^ TV 5/ F (2-^7/xf;v) 7- 

N— (4— (6- (2-i/7/xf;V) ^?;W^^f;V-7-^ h^y-4-dr 
20 /!J;V) t d rv'-2-7^tn7x-;k) — N' -^^n7nt>7l/7 

7 1 . VEGF receptor kinase 

4— (3— ^nn-4- (;/^n7otVV7^*/V#^) 7^77x7^ 
25 V) - 7 h^rV- 6 U V#/V#^1*-5: F\ 

4- (3— ^nu-4- (;c^vl/T5 / %/V$i=.;V) 7^/7x/^» -7 

-y h^rV- 6 -dr/ y V^/Vtf;^-?-^ h% 
N 6 b^V- 4 - (3-^nn — 4- ((( V;? n :/n tf/I^T ^ 7 ) 

129 



WO 2006/030941 



PCT/JP2005/017228 



4- (3-^PP-4- U f^T 5 / ^3j?^) 75/7x/dr^) -7 
— y h3r*> — 6 -^7 y V^/l^^M?- * K 

N6-^^>-4- (3-^pb-4- (((xf;k7$/) x 



7 2. VEGF receptor kinase PJ.W%W# 5 > 4— (3— (>>^P7*n 
If/VT 5: y ^/l/^^/I/) 7^/7x7^^)- 7— y h3r 6 -^y y i-^yV 



7 3 . VEGF receptor kinase PJ.^WSf#5 N 4 - ( 3 - y n n_4 - (->y n yn 

\f;vT 5 y 75 / y x/ ^» _7 -y faf^y_6 -^y y 



7 4 . VEGF receptor kinase Pi. 



— (xxvi) 



4f 



,f13 




•> R 

r R 5 f 



lif A A J 
R 11f -^ N N 



(XXVI) 



12f 



R 

[5£ (xxvi) *K R llf »s TkitJSC^ ®m*^ ; fu-rv^xfeiv^c 1 _ 6 T/V' 

5 — 1 0 M.^T a T y — Mil^^^UTV^T t> 3 ~ 1 Ol^ffi 



Ltv^•c%J:v^^/-c 1 _ 6 7;^^;V7 5; y 
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TV^fc J;v^ 6 _ 10 T V ttl^f LTV^T% J:v^ 5 ~ l ol^fo 

T y — /v£^fcf*gm*^r^bTV^T% J:V^ 3 — 1 Ol^fi^rni^I 

7 5. R 1 1 f ^sg^.^^^- i^-cv^T % J; 3 ~ 1 Ol#ffi^rni^Sffc 

7 6. R llf ^T^^*i^feM?m5 1 .£*-h<£>e^S£r#LTV^% 
5£ 
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7 7. R llf ^5£ 
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7 8. R 12f ^TK^HH^-efeSx »3fc*7 4fcfB|£<Z)=3es> h„ 

7 9. V f 13 ^^^^-r?fc5, |f^7 4 ^iBfc^^r^ bo 

8 0. A llf ^^Jl^-efc§, ff^II 7 4 fc|B«(D^^ bo 
81. R 4f ^TKSfll^-CfcS. ff*^S7 4 fcfSgtO^S' ho 

8 2. R 5f ^c 1 _ 6 T/V^/l/S^fc«C 3 _ 8 v'^ n7/^;HT'fc5, fflf^SI 7 
4 ie:|B<feo^y ho 
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8 3. R 5f ^Mf;vS"T?*>5; »3ft3g7 4 m|BiJ©^y h 
8 4. R 9 f ^7K*|R^-"t?S)5 % 1*^:^7 4 (ClBtt^^y b 



8 5 . VEGF receptor kinase PJ. : 

O. 



4fe«3& s , ~ (VI) 
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R id^ N ^ N 
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Rid fa, 
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8 6 . VEGF receptor kinase WfffaftO* ^ 

5- (2- (((4 - fc Ko^- 4 -y ^-/Ulf^V 1 -4 As) 

;v) t%;) try i? is -4- j a, x-* -iH-^yK-/v-i-*;^ 

5 N 1 — *?->V— 5 - (2- ((4-fc Ko^^ij s?y) Jj;vm~sV) 7^7 

- 4 _ tr y ^-a^- i h- i — fy k— /k*7/v#3^ s; 

(2- (((4- (ifpy^y-i f/V-) h°^D v^^-l 

-^C/V) r^y) fc°y i^^— 4 — { 7V$-$cZ/) — 1 H- 1 —4 

io (2- (((4- (t?^y v 5 ^- 1 — -y/^) t^ys^-i 

-- Y/i") 7^/) t°y v>V- 4 --f /K^S/) - 1 H- 1 —A 

*3<J:t* 

N4- (4- (1- (^f/V7$7) *;^;V-lH-5-^^K!);P) 3r 
15 drv' — 2 — try i^/V) - 4 -^/l^y K 

8 7 . VEGF receptor kinase Pfi^^ff 3S N 

(1) N— (4 — zfu*e — 2 -y/P^rn 7^^;v) — 6 — y h ^f-i/— 7 - [2 — 
20 (1H-1, 2, 3 - h y 7/-/V- 1 --f/V) ^ b^i/] df-^-y y V- 4 - 

7* ^ >\ 

(2) N— (4 — y*n^e- 2 -y/V^n y^n^/V) — 6-y h^V— 7- [(1 — 

y ^vvt°-<y vis- 4 — f/v) y ^t/Dy-4-75^ 

(3) 3- [(2, 4 - v'y ^vkfcTn — /k- 5 y ^-1/^] - 2 --f ^ KU 

25 y >\ 

(4) (Z) -3- (2, 4-v ? y^/l'-5- (2-^-^y-l, 2-^tFn>f 
y 3 -/f !) 7 ^ ^ f ;V) - 1 H- fc°t2— /V- 3 —4fl") -7nt't= 

^y 7^y Kn 
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(5) 5- (5 —-rtvUrxi - 2 — t=^y- 1 , 2 — t Ko-fy K w -7V— 3 — i 
y^yy^vl/) -2, 4 - v>y ^7^- 1 H- /V- 3 -^J/^^-Zy]) 
Ti/y K ( 2 - v^^/V-T 5: y 0^7!/) 7- ^ h\ 

(6) N, N-^Wl^y 3- {5, 6, 7, 1 3 -7- h9t Kn-9- 

[( 1 - ^ f b > f /i'] - 5 -^y - 1 2 H-^r ; (2, 1 - 

a) tfttp (3, 4-c) 2-^^} y*** fcWrc^yvK 

(7) 3- (4-7^^-2, 6 -*?7>V3ru —rs.-y&jvjr*?*/) -5- [3- 
(4-tfn V 1 — f/V-^^/W) -?WK] — < yf-TS— As— 4 - 

(8) N- {2-^nn-4- [(6, 7-v>y h =^^- 4 - ^rT^ U 

(9) 1- (4-^ nicrT^y /) -4- (4 -fc°y >>7Vy 7VV) 37* 
(1 0) N- {2-^nn-4 - [(6, -7-S?y h^f-4-^y 

7^~;V) — N'— ( 5 — y 7VV- 3 — y ^r-f-y* U 7k) ? l^7\ 

(11) 4 - [(4 -y/V^-in- 2 -y tVW V K— 7V- 5 — ^ /v) ^-^v] - 6 

-y h^y - 7 - [3- (t 0 nyv?y-i — f/v) ^n^^-^] 

(12) 6— [2— (y ^vKfr/W^/f 7 s-/l/^/V7r — -3— E — 
[2- (lfy^y-2— f/V) IT^/V] -f l/tf-S'—JV^ 

(13) 5- ((Z) - (6 — 2 -^-dp-y— 1 , 2-^tKn-3H- 

-r >- K—/v- 3 — f y^y) y^/v) -n- ((2s) -2-t 

^7V/Jn y y- 4 — ^/l^n tf/V) -2, 4-v?y tVV- 1H— Ifn— /V- 3 — 

(14) 3- ((3fy y >--4->f7vy f-tV) t%j) -n- (4- ( f y 7;vt 

ny h^riy) 7xn yl/) f^-7i V- 2 -#7l^=3f-f- ^ h\ 

(15) 6- (2, 6-^7nn7x^) - 8 — y tVV— 2 — 7 x=;V7 5: y 

-8H-tfy K[2, 3 - d]try ^ i 

(16) 2- ((1, Kn- 6 -^-=3f y- t°y v 5 ^- 3 -/f7l/y ^71/) T 
5; y ) -N- (3- (MJ7;vtayf;^) ^rc^/v) - 3 - \? y ^^-^yv 
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(17) 4- (4- (4-^nn-7x-^7^y) -7n[2, 3 - d]\? V 

5 (1 8) N- (3- hV 7/V3rn *<f-)V- A-^nny =^=-;U) -N'- (4- (2 
^-/V^/W^^^/l/t 0 U v 5 ^- 4 —4?V) ir^-^y ^=-^) 
(19) 4-75/-5-7/Vto-3- (6- (4-^^-lf^9^- 1 
--YA-) - 1 H-^ vX>f 5: *?y*~ ;V- 2 -4 sis) - lH-^r/ 

>\ 

10 (20) 4- (4- (l-7^/-l-^^-if/V) -^rc^/V) -2- (4 

5 -#/V2j?n h y /V, 
(2 1) [6- [4- [(4 — ^-^jV^^y-Jls — 1 — f /V) *f-fls\ 7x^;V] 

-7H-t°DP [2, 3-d] t°y ^ v 5 ^- 4 --f /V] -((R) -l-7x^ 
15 /Vrc^/V) T ^ >\ 

(22) 9 - ( 1 — ^ h ^ri/) * 1 2 - ( 3 - t Kn^'^n tVH 

-6H,7H,1 3H-'fyfy [2, 1 -a] tfpn [3, 4-c] 7J/W^— 

;V— 5 —$-ls^ 

(2 3) N- (2, 4-i?7^B7s^) -N'- {4-[ (6, 
20 -7-4-^/!)^) -t^]-2-7A'tn7s=^} 17 I^7> 

(2 4) 5-[N-^^-/^-N- (4 fr*s/]sst3cis7 ;v) T±'f'M 

T^/ — 2-**?-/v=?--3r^<isi/s(ytr T\s-yV\ 

(2 5) N- [4- (3-7^7-1 H — -1* — ;V— 4 — W As) 7 

— N'— ( 2 — ^/V^-a — 5 — ^ f;P7x=/V) 7^7^ 
25 (2 6) 2-^^/1^-6- [2- ( 1 — }=f-As— 1 H— ^ &V*—As — 2— 4 As) 
-*f-zz./ [3, 2-b] fc°y S^V- 7 — f /V^-^ri/] -^7^ [b] 
7-3-^;^'7!)y^ Tis-y K 
(2 7) (R) -1- (4- (4 2 —^^As— 1H — f ^ K— A'— 5 
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-^/U^-^riy) -S-^^/V^nu [l, 2— f] [1, 2, 4] hVTV^- 
6 --f /Vst^c^) -fxJ.^ly-2—^r—7V 

(2 8) (S) - ((R) -1- (4- (A--7 ;v3rxi-2- *^-;v- m — fyp 
5 -;l/-5—f^^'» -5-^f;Vfc°ni3 [1, 2-f] [1, 2, 4] by 

/n/^y- 2 — /V) 2 -T ^ y^n/Vx- h 

ff^#£tL5i^ ^fc«-^tL^(D^Mq^-efe§. If^5 5 fcfBi!c©=3rs/ h Q 
8 8 . VEGF receptor kinase P£#^K^ N 2C3 antibody N IMC-1121baMCM8Fl, 
10 IMC-1C11 £5 XXI IMC-2C6 & feiliR S^ft < Hlo©ftfr 

8 9. JkWiif^PJ-Wt/K^s #l VEGFtrL#:7?fc5. If ^ 5 0 — 5 4<^V^i s ^^ 
— ^fCfaft(D=3ry ho 

9 0 . jfiLWff^P-i-^^®^^ FGF receptor kinase imW^R-Cfc 5 , If 5 0 
15 ~5 4 ©V^-ftb^— iKfcfB^^^^ ho 

9 1 . FGF receptor kinase Pl^^SC^ 1- [2-T^/-6- (3, 5 - *? 
^. a^~;V) — tfU K (2, 3 - d) t°U 5: 7 --f A-] — 3 -tert 

-•?^->V*7 XsT$5£Zf 1 -tert— "f^As— 3 - [2- (3-^^W5y) 
^Pt>75;-6 - (3, 5-^ f^i/7x^) -t°U F (2, 3-d) 
20 t°U^v ; ^-7 — f/Kl 17 l/T^b^S^^fe51iR^tL^»^^< t % 1 otfHfc 

If 9 0 fclfEft<Z> ^ y h o 
9 2. jfot^^M^IC^s #l FGF trC#:-efe5, If 5 0 — 5 4©V^i 2 ^^ 

— II &-|Efc coirs' bo 

25 9 3. (a) ^/^^T ^ K^b^I^^ i: VEGF receptor kinase Et*f i tr#r 

(b) ^/v^^T^ K-a^^^-atfEmffi-^^s 
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— jK5£ (XIV) 




(XIV) 



JJiC^i: UT^Jj§^& lfi^tr^t&ft 6M^*SI&. 

WE\ ¥i^fc»-CH=CH-S:, 
xr± — N (R 1 ) — ^fcfiiifeSfiJ^Srx 

I 3 I 
— C(R 3 )— &tzl$ — N 

ZW: — N (R 2 ) -£r#B£l^ 
^ * fc J2{giR T dp- /i/3E £f . 

itu?3 VEGF receptor kinase PJ.^4£rW# § . 
(1 0) N- {2-^nn-4- [(6, P /V) tf-^^] 
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7x=/V] -N'- (5-^ ^/1^-3 f V*t^S V JV) ^VT, 

( 1 1 ) 4 - [(4 - - 2 -y. <?vW is K— 7V— 5 — i jV) ^-^is] - 6 

-7h^y-7- [3- — f/k) ^n/K^v-] ^yyy, 

(12) 6— [2— (7 ^vV#/W^y /V) ^ai^/V^/V^T— /^] — 3— E — 
5 [2- (fc: o y^^-2 f/V) ^T—JUl >fy^y— ' 

(13) 5- ((Z) - ( 5 — - 2 — ^df-y — 1 , 2 — Kn — 3 H— 
y y K— /V- 3 -y U y*y) y^vu) -N- ((2S) -2-t 

^■/Wtf; ]) y— 4 — <4 jvfxi fcf/lO -2, 4-^f;V-lH-^n-/^-3- 

10 (14) 3- ((=^7 y y-4-y^y ^/V) 757) -N- (4- (I D 7;Vt 
oy h^rvO 7x=;p) ft7xy- 2 — ifr/i^^rl?-^ K> 

(15) 6- (2, 6-v?^nn7x=;V) - 8 - 7 J-;V— 2 - 7 ^=-;VT % J 
-8H-t°U K[2, 3 - d]i?V ^ s?y— 7 -tf-y % 

(16) 2 - (( 1 , 6 -S?fc Kn - 6 — ^df-y — tf U S^y — 3 — f ^vl') T 

15 5:7) — n— (3- (MJ7/vtn^f;v) ^m^/k) - 3 - try *?is—ij/v 

(17) 4- (4- (4-^nn-7x^7-;;) -7n[2, 3-d] t° y ^ 

^y-7--f;^^^f^) - t'y s?y— 2 — #/v#?^y y >y ^ tv^k 

20 (18) N- (3 - M) 7/^0^^-4-^0 0 71^) -N'- (4- (2 
-7 ^vl^/W^y ;v\f y S?y- 4 -y ;v) ^^7 ix=/V) !)k7 N 
(19) 4-7^/-5-7/ktn-3- (6- ( 4 — 7 ^A— ty<9 S?y- 1 

-4 7V) - i h— <yxy ^ yy— 2 -y /v) 

25 (2 0) 4- (4- (l-7^;-l-^f^-^/l') -7xc^/V) -2 - (4 
- ( 2 -^/Vifr y y — 4 — 4/V-^J-;V) -7x=/V757) -fc'H^y- 

(2 1) [6- [4- [(4 -rc^/Hf*^ 1 -4 As) tT-As] ~7^=-)V\ 
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-7H-t°nn [2, 3-d] if V 5 4 —4 A/\ - ((R) -l-^rc = 

(22) 9 — (1 — * ^/V=c- h^is) * ^/V- 1 2 - ( 3 — t Kn *t-i/zfx* fcf/V) 
-6H,7H,1 3H-^yfV [2, 1 -a] t°PP [3, 4-c] #/W^/— 
5 As— 5— 

(2 3) N- (2, 4 - v^/Vo^n 7x=;V) -N'- { 4 — [ ( 6 , 

(2 4) 5-[N-^^/V — N- (4 -^-^ ^^iz/V^-^r^^^^/V) Tir^Vkl 

7y-2-^fW^^y^ 7Vy K, 
10 (2 5) N- [4- (3-7^/-lH-^y^y-;V-4 f /V) 7i^/V] 

— N'~ ( 2 — — 5 — * f^7x^^) !7WT, 

(2 6) 2-^/V—6- [2- 5^7 — /V-2--T/V) 

-^rc/ [3, 2-b] t°y 7 -^f/k^-^v'] — [b] ft7x 

15 (27) (R) — 1 — ( 4 — 2-^^/V- 1H-^ ^ K~ A-- 5 

— fAo*-^^) - 5 f;vt°n n [l, 2-f] [1, 2, 4] h V Ti?Z/ — 

(2 8) (S) - ((R) -1- (4- ( 4 —~7)V~3rxi — 2 — ?*■ f-As— 1 H~ > K 
20 — /V- 5 — ^A^ir**/) - 5 - ^ f;Hf n n [1, 2-f] [1, 2, 4] hy 

9 4. (a) X/l/^ y75 K^^r^-a-^ £ VEGF receptor kinase PJl§#l|f i 

e>»^$ti/S^*< t% lot, 

(b) ^/^V7 5 K^-^b#t)^-atp|S^iaj^#)^. 
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—M^Z (XIV) 




(XIV) 



C3ltW\ BgyS&^LTV^fc «fcv\ ^JfC^-gr 1 2 fa-grip 5l^f 

10 Wf2, W*fcl4-CH = CH-^ 

Xf*-N (Ri) -3;;fc:i3:gfcfjSIj!^£r x 

I 3 I 

— C(R 3 )— N 

Sr. 

15 Zf3:-N (R2) -£r;gg£U N 

^ * ft iti&B T;v*c sum % > 

20 oMIfn^fcoT. 

tufa VEGF receptor kinase RfL<F4fo|f 
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9 5 . VEGF receptor kinase Mrtfe|f3&S N 4 - (3-^pp-4- ( n ^ 
xx tf ;VT 5: J Jj /Utf =- ;v) 75/7x;^^) — 7 — * h ^r-y— 6 — $c / ]) y 

5 9 6. ^;V*y7^KtfM^, N- (3-i/77-4-^f/>- 1 H — f 
^ K— /V— 7 — f/uO -3-V7;^yf^;^y7 5 F\ %b<f*-t©^ 
S^^f^^S*^ **:W:-ttL6)<0*jKfP*tf*>5, It*ll9 3-9 5© 

9 7. *?&lSf ffl ^ y h T* *> 5 ^ ft^3fi 5 0 , 5 4. 9 3:|o £t^9 4 (DV^tb^— 

10 JS^IB*©^^ ho 

9 8. Jiltf *r&MJB y hT?fe6. 11^5 0, 5 4, 9 3^it;94©V>f 

-e^ss^li Sr-fe^ Mat: £ &m'$kk-tz>*v h^feo-c. 



[5%^, Ete. -0- N -N (CH 3 ) -n -CH 2 -, -CH 2 CH 2 -^fc{j: 
-CH 2 0-^, Dte, -CH 2 -tftft-0-^ Ria yjcjUJK^^fcte^ 

— is^: (ii) 




1a 
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0 2 ) CH 3 s -N (CH 8 ) 2^ TkSfe^ 7x=;H, f|IW5 7x^ 

10 1, ei&ssr^uT^-r^ j;v^ x _ 4 t/v=i^v^ gtfe^&^rb-tv^-cfc «t 

JDS^^fcfctflMfeSSr^LTV^Tfc £ V^C ^TA-^ 3^S<§n R 4b «\ tK*I^ 

(D bh— oti % 7K*M-?"e*>S) %s R 5b te, TkUfJm^ ^n^JDS^K 
15 g^X^^bTV^T^ J^Ci-sT/V^r/V^^fcte^ b n^£r N R6b ^ 

R6b asflMfeassr^ru-cv'-cfc J;v^c i_ e 7^^i© £ R 5b te7kHtnc^-~e 

f LTV^T , bj:V^C 1 _ a 7/v^S «IU Rsb^fc^RTbcov^-ftL^— 

R5b^fc^R6bov^-rtt^— TKSfDs-^-efcs) te^n^tinvkirZo] 
^ (in) 
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5£ (IV) 



CI 




v K 

10 0. 7^>Vi£l/T% FS^flh&W, 
N- [[(4-^pp7i^/V) 7^;] -2, 3-^tKn-l 

10 H — f ^t 5 ^- 5 -^/V*^T ^ K. 

N- [[(3, 4-^^pp7i^) 7^/] -2, 3-v?tK 

n^y/77y-5-^^$y75 F\ 

N- (2, 4-^7 0 0^^^^) -4-^nn7i-/V7;V*y7?K 
N- (2,4-^nn^y^/H - 5 - Zfu x. is— 2 - ^/V*fo Z/T 

15 ^ K 

*3«fcr* 

2-^/^7 7^7 5 K~ 5 — ? n n ^/ y ^ 

20 10 1. ^Myj^KM^ft^, N- [[(3, 4-^7PP7x^) T 
5:/] #/t^~/I/] -2, 3-^7t Fp^y77^-5-^y7 5 KJ3 
«fct*N- (2,4-^7on^yy'^^) - 5 —•? n^^7x >- 2 
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10 



15 



20 



-y K 

102. ^/^yr^Kttft^ft^^ n- -5 

10 3. 5£(IX) 




10 4. jfrWfr£PJ.##>Jf^ VEGF receptor kinase H.^#»Sfl?fc 5 N • It^^S 
9 9~1 0 3^^^*— ^fcfBifc<£>3rS' K 



10 5. VEGF receptor kinase PJ.$ 
R 4d 



a*. — (xxiv) 



5d (XXIV) 
[□£ (XXIV) A d « N 5£ 



Y R 

o 




v a13 ^,.11 

R 11 -^N N 

,12 




R" R 

O&cK R ld 'te, 5^-V 1 — v 2 -V 3 V^flBfeSSr^U-CV^Tfc <£ 



7^^/^ N ^/v^^^/v^, ^/i^^/v^ coNR 6d — ~eSe£ti,;5X. 



5£- S0 2 NR 6d -^$^5l, S-NR 5d S 0 2 --e*^tL5Ss 5£-N 
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— e^X^^UTV^-C^ 5 ~ 1 0 l^r n 7 y t ft ttl 

^-coNv in v ai2 i?g$ii§s c^^u v aii ft. tk^jep:^-, ems^r^- 

ttS^f tTV^TtiV^ 5 — 1 Ol^rnTP — /^36* fcftgi&££:^l* UT 
v^T £ 3 ~ 1 0 m.fF^^M^"r n at^^tcgfci- 5 ; V a 1 2 ft, TkifJJlC^ 

T % «fc V ^ C ! _ 6 T /v ^ *s £ * ft S & 3£ % U T V ^ T J: V n C 3 _ 8 is ? u T 
R xl ft. tK*M^-. fUl^f t■rv^tt)j:v^c 1 _ 6 7;^^^l^ 

TV^T^ J;V^C 6 _ 10 Ty — /l^S^l^^bTV^^ 5~ 1 Oft^T'n 

7 y -/t'S, e^^^^TbTV^Tfe J;v^ 3~ 1 oM^^^^^-^^^^S^fc 
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R 



7d 



R 



3d' 



R 



7d 





,1 



W N 
R 



X 



3d' 





N 



R 3d> 



b r v n t h «t v > c 2 _ 6 r =. f v m . e #i * *■ u -c v ^ r % «t v > c 2 



UTv^T%j^c 2 _ 7 r^/vs^fcteg^^^uTv^% £v^c 2 _ 7 t 
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tilSSrlr LTV^T!)±V^C 2 _ T 7^iS> glltSlj&r^ LTV , >"t^ J:v^C 2 _ 7 
7;vn3rv'*;^-/HtfcttS;-coNV dl v d2 (s£4\ v dl 3s £tFV d2 

af-^/VSk e^X^^UTV^-Ct J:V^C 3 _ 8 ->^ ^T/V^/V*. g^S^^TU 
T V ^ T % J: V > C 2 _ 7 T f /V £ * ItL U g tfc * £r L T V n T t> «£ V > C 2 _ 7 7 /V a 

R 5d «. tK»J^^. gmS^UTV^t> J^C^eT/v^vv*. g^*£r 

Tl^T& J^C 6 _ a 0 T y — /H^t^llff L-CVMTt <£l^ 5 ~ 1 0I^7P 
T V — /^^fcteg^X^bTV^T^ 3 — 1 OMffi^rnlSS 

10 6. VEGF receptor kinase RljMfoJti&S % — (XXV) 



[5£ (XXV) R le te. ^_v le -V 2e -V 3e (5£<K V le te, g^K£r^ 




5e 



(XXV) 
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;gtHJK^ N #/V/^~/^ N ^;i/7^=^S^ j^-CONR 66 - 
-ei^ti^X. 5£- S 0 2 NR 6e --tr^$ti/6*. S;-NR 6e S0 2 -tt$ti 

-coNV 8ll v el2 t*§ti?»l (st^K v el M*. 7kSfJK^ g^s^u 
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,1e 




tilS^f LTV^Tt) <fcV^C 2 _ 7 7;Vn ^ ;V/p^7l^St fcliS - C O N V 

ei v e2 (^cfs v ei *5 j:t^v e2 fi N ^th^n^iivx^mm^^fd-tM^M 

f L-CV>tt)iV^C 2 _ 6 7^= 3 r^S^ g^^^r^T bTV^T^ £V^C 3 _ 8 v-^ 

TV^tt iV>C 6 _ 10 7!) — /l^gi&K&^bTV^^ £V^5~1 0l^7n 
20 T V ~/v5£^;fcr3g^3£ : £r ; ^r L-"CV > >T't. e tV >i 3~l Ol^f^rnfSl 

10 7. R le ^C 1 _ 6 7/^/H (fcfcU R le »C i-eT/^A-S^ 
25 3 ~ 1 Ol^f^TPi^ Tk^S. C 1 _ 6 7^3df-i/S, T 
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10 8. R le #M^/vX"i:fcra:5£ 



R 




R 



a2 




10 9. R le ^^^-7V^^f c {i2 f^v'xf/HtfcS, If 1 0 6 MIS 
^0=3r^ fo 

110. R 2e ^^7/*^fcliS-CONV ell V el2 t't$tl5l (^t. V e 



1 1 



— 7V3E*^t ttHtftSSr^ LTV>-c «fc 3 ~ 1 0 n 



7n7!)^i, e^S£r^L-CV^% £V^3~1 Ol^f^rni^ 



LTV^T^ £V^C 3 _ 8 iX^ nT/^^^r^S^^^i-^o) ff^S 1 0 6 

111. R 2e ^V7/ltfctt^-CONHV e 1 6 -t?*$tbSS V el6 
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£fct4C 8 _ 8 V^nT/V=i5¥v2£&#!***-'5o frfdl^, V el6 te. ^n^> 

112. R 2e M-CONHV el7 tt^5S (zSf. V el7 te. tR^H^K 
6 (clfBic©^^ ho 

113. R 2e M-CONHV el8 T*§tL5S .(aSf. V el8 «. 7X*^. 

114. y 1 **^ 




fi^gCl 0 6 fcfEic<£>^s> bo 

115. R 3e *5J:t^R 4e ^ 7 X^M^--efe§, S^10 6i!l|Bi©^y ho 

116. R 5e ^7kmM^s d.eT/WS^ C 8 . 8 ^n7^;vS*fcttC e 



6 fclBife©^ y bo 

117. R 5e ^^f/H, x f ;H f ^ ^ n 7" a tVHt 5 , ffrsfc^S 1 0 



6 }cfB^0^5/ bo 
118. VEGF receptor kinase PJU 



a*. — (V) 




:/n fcVvK£r*3£U R*>fi-NH 8 tfcH:-NHOCHa*t!*t5.] 
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mU^m-Q £ . If 10 4 ^fEifc<7> ^ri/bo 
119. VEGF receptor kinase PIW^JC^. 
N- (4- (6-'>T;-7- (2 -/> h^rv^ b^rV) ^~ 

N— (2-^nn — 4- ((6-^77-7 - (( 1 - y ^/V— 4 - U 
y h*^) — 4 - y y /V) :7^~/V) — n 5 —y^n/nt>^ 

N— (4- ((6-v-Xy— 7- (((2R) —3- (^xf;i/7^/) — 2-fc 

Knar^nt» ^^vO — 4 s^) t^v') :7^~/l/) — N' — 
(4 — ^/V^-n ^m^/V) ^1/7^ 
N— (4 - ((6 -i/7;-7- ((( 2 R) — 2 - fc ( 1 - t°n 

y^y) ynfcVV) $-*cis) —4—3cS V SU) ^^vO ~7 ^=-)V) — N' — 
(4 — ?7l/7\ 
4- 4- ( y ^ n 7' n t°;i^7 5 / * 7^/7x/^ 

4- — 4- (i/^n/oW^/^;^^) T^y^^/^ 

v/) —7 - (2 -y h^^^h^is) —Q-^-y y i/^/k^f- ^ K\ 
N6-^n7nlf;v-4- (3-^nn- 4- (((y^a7 P nfcW7 5 / ) 

r^y) ^^y — 7 -y b^^— 6 -=^y y v#/v-2j^ 

N6- -4- (3— yna — 4- (((i/^n7 t n t°;V 

N6- ( 2 — —4— (3— i^nn — 4— ( ( ( n \f;V 

r^y) t 3: y ) ^^y^^) — i -y h^-^— 6 -^y y v 

N6-yh=¥v^— 4— (3-yan — 4- (((y^n/nfc^^/) 
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—/V) 7^7) 7x/dr;/)- 7-7 h^7— 6 -^r7 V ^^/Htf^Mf" 5 h\ 
N6— 7 5vV— 4- — 4- (((^^PT'ntVVT^/) 

/V) T^y) 7x7 =3r7) — 7 -7 h3f7— 6 - 7 V 77J /l-^ 1h 5 F\ 
N6-xf/V-4- (3-^ac2 — 4- (((^^n7°nfc>7 5 7) 
5 /I/) 75/) 7x/df^) -7-7 f^V-6-dr/ !)y^7;^>f 5 H\ 

4- — 4— (^>7 n 7°n t°;V7 $ 7 7^77x7 

3r7) —7 - (2-7 f^7^ h^7) —6 J V ^^/V^^ri^^ F\ 
4- — 4- (V7n7°nt>757*;^^) 7^7x/^ 

7) — 7- (2-fc Kn^7^ b^7) — 6 - ^7 y 7#/V/J^lJ-5 b\ 
10 4— (3-7PP-4- (v^7 n t>7 5 7 ^;^^;^) 7577i;^ 
7) —7- ((2S) -2, KP^^7Plf;V) ^^7—6-^7 

y 777/1^3^5 K> 
4— (3-7nn-4- (7 f/V7 5 7 77/l^~ ;V) 75/7x;^^) -7 
-7 h=^7- 6 - ^7 y 7#/I^3rT"5 K> 
15 4- (3-^pp-4- (xf;V7 5 7^;^^) 75/7x/^7) -7 
-7 b^7 — 6 -=¥/ y 7#/V/}?3r1?- 5 K> 
N6— n^>-4- (3-^nn-4- (((if^7 5 7) #71^—/^) 7 

5 7) 7x7^7) b^7-6-^7P7*;^^f 5 h\ 

4— (3 -7 hp — 4- (77 n 7°n fcVV7 5 7 ^/V^-^) 7577x7^ 
20 7) —7- (2-xh^7xb:3e7) -6-^7 D 7^;^^rf 5 K> 

4- (4- ((77 n-^u \f;VT 5 7) 77 /t^ — ;V) 7 5 7 7x/^7) -7- 

(2-7 b=3r7^ - 6 -3r/ P 7#/V^=^ 5 P\ 

N— ( 2 -77P^-n — 4 — (( 6 — 77/W^^e^/V- 7—7 h^7- 4 -^7 y AO 
3r$r-y) -7^.~)V) -N' -7^07*0^1^7^ 

* * 

25 N6— (2-t Kn^7x^;V) -4- (3 -7 net — 4— ( ( (77 n 7°n fc° 
A757) #/V^=A) 757) 7x7^7) — 7 - 7 h ^7— 6 - ^ 7 y 

4— (3-7on-4 - ( 1 -7° n fc° ;VT 5 /7JAtfe~A) 7 5 7 7x7^7) 
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- 7~7 h=¥v— 6 -3r7 y ^^jU^^r-f-^ K N 
4— (3— (c i s — 2 — ~7 jV^rxi — -y? u \f )VT 5 7 

7}^-/V) 7 5 7 7^7 3rv0 -7-7 h^ciy- 6-^-7 V ^#/1^^5 p\ 
N6-^f^-4- (3-^nn-4- ( ( (i/^ n fcVl/T 5 7 ) Jj/U7$^ 
5 /V) 7^/) ^i/) - 7 - (2-7 h=3f v-^ h^rf) - 6 -^f 7 V ^ 

N6-7^/V-4- (3-^nn-4- (((xf;V7?/) #/i/7j^/k) t 5 

/) 7rn7=3r^) - 7 -7 h^riX- 6 -=¥ 7 V 5 h\ 

4— (3— ?K2U — 4- (V^a7"ntW7U*/^/V) T^7^^7^ 
10 vO — 7- (2- (4-^7t!)/) azhdrvO — 6 - 3- 7 y 

f"5 K> 

4— (3-^nn — 4- ( 2 - =z.^;VT 5 7 #/k/J^/^) 75/7x 

N6 — ((2R) r^7t Kn— 2 - 7 ^ — /^7 ^/i7) — 4— (3-^pp-4 
15 - (((7^/^757) #/V/J^/l7) 757) 7x/^^) -7-7h^rv^- 

6 -df-7 y ^#/V/J?^5 K> 
4- ( 3 - ~7 )VJrxi- 4 - (xf;P7 5: 7 #71^ — /l7) 7^ 7 7x7^7) - 

7-7 h^v- 6 -=¥7 y ^#^^3^5 h\ 

4- (3-^nn — 4- (({i/^o/ot 0 ^?/) 7 5 7) 37 

20 x^^) -7- ((2R) -2-t Kn^7-3- (1-bTnp^/) 7° 

n^^r^) — 6 -3f7 y >-#/i^^f-5 K„ 
N6-^f;V-4- 4- (((7^/^757) #/l/tf;~/l/) 75 

7) 7x/^v^) —7- ((2R) —3 -^xf;P7 5 7-2 — t: Kn df-xX 
^natf^rST) — 6 -=^7 y >-^7^^^rf-5 F\ 
25 N6 -7^-/^—4- (3-^ nn — 4- (((if;V7>;;) #/l//£~/l7) 75 
7) 7x7^->) - 7- (( 2 R) — 3 -^xf;V7 5 7 - 2 — t: Kn 
7n*>7) -6-^/yy^;^>f 5 K> 

N 6 -7^-^—4 - (3-^nn — 4- (((7fW757) ZiJV7$^/V) 75 

155 



WO 2006/030941 PCT/JP2005/017228 

/). ~7^J ^v-) — 7 - (( 2 R) - 2— t (l-tfnPJ? 

N6-^f/V-4- (3-^pp-4- (((if/kT^;) #/k/J^/i^) T5; 
/) yxydfv') -7- ((2R) -2-t (1— tfnJJi? 

N6-^f/V — 4— (3-^ on — 4— (((^f^7 5 7) 7 5; 

7) —7- (( 1 -7 ^VV— 4 - fcT ^ P *?A>) * b=^i/) —6 

N6-^f JV— 4 — ( 3 — 7 C3 n — 4 — (((xf;V7 5/ ) -ft ;Vi$.~;V) T% 

10 /) ^^/^vO —7- ( ( 1 - * 4 - tf^ V y h*^) —6 

N _ ( 4 _ ( 6 _o/ T y_ 7 _ ( 2 -y hdrv-x h^r^X) -4-^/!)^) ^ 

N _ ( 4 _ ( 6 _c/ T y_ 7 _ ( 3 - (4-^*!)/) ^n/K^vO -4- 
15 ^^^^^—/V) — N' - (3- (?< ^W^/V/fr^/l/) 

7V7, 

4 _ ( 4 _ ((^^o/ot>757) 75/7x7^^/) — 7- 

^ b3rv"- 6 y >-^7/V^^^5; b\ 

4— (3— — 4- {{2—yjV^rvi=c^-;VT % /) %;Vt$~;v) 757 

20 7x7^^) — 7 fdriX— 6 -^y y ^/Vaff^ri^ b\ 

N6- (2 — ^ Y^^y=c^;V) -4- (3-^uu-4- (((7f/V7^7) 

4 — (4— (3 — m^/VT> W K) -3-7A'tn-7x;*V) 
25 U y - 6 - ^yV^^v'y 7^ 7Vy K (2-^7 7^) T 

5 K 
*3 .fctJR 

N— (4— (6— (2-v^T/^^/V) f) fl/s^A }V— 7 — * V^cf— 4 — *c 
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12 0. VEGF receptor kinase |3&W#3lC/^ 

— 7 — 7 h ^-x/— <o—^r J V ~yfi ?V-fi>3f-f- 5: K\ 
4- (3-^nc2-4- (xf^7^/*;^=;V) 7577x7^^) -7 

-7 h^ix- 6 -3-7 V ^TJ/V^I^ H\ 
N6-7 b^riy— 4— (3-^nn-4- (((>>^n7ntVP7^/) 7J/Vtf; 
10 ~/V) 757) 7x7^^7) -7-7 h^r^- 6 -^7 U ^77/^^5 h\ 

4- (3 — ^nn-4- (7W5 7^^#=^) 7577x/^7) -7 
-7 h^i/- 6-^7!) ^#7^ 3^ 5 K 

N6-7 (3-^PP-4- (((xW^;) 777^/^^/1^) T 

15 ^7) 7x7^^7) -7-^ h^fv'-6-^7 !J 7*/^^f 5 K 

12 1. VEGF receptor kinase M^fl^ 4- ( 3 - ^ n t2-4 - (^^n^ 
u tVl/T 5 7 TJA^^A-) T 5 77x7^^7) —7 -7 h^i7— 6 -^r7 P >-7J 

!i^35Cl 0 4^IB*(0^5/ ho 
12 2. VEGF receptor kinase UW^oW^, 4- (3-7nn-4- (7^p7 
p fcWT 5 7 7J/V#=/^) T 5 7 7x7 — 7 -7 b^i7— 6 -=¥7 U 

/Vtf?3^5 K<7)7 9 77;^7^^7it-e&5^ If 2&*g 1 0 4 fcfSfttf)^ >7 ho 
25 1 2 3. VEGF receptor kinase IM^SC^ — $£xt (XXVI) 
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(XXVI) 



□ 12f 



[5£ (XXVI) <K R llf «, 7km m*. gmX^U-c^-c^^c^T^ 

ffifeXSr^rUTV^-C^ £V^C 6 _ 10 T y — /V-S. ItSlrf LT^-CI) 
5~l OM^rnT!)-;H> gi&S^r^r UT^r % 3 ~ 1 oMffl 

% /i/7$ ~ sum &WMirZ> ; 

f LT^T% £V^C 2 _ 6 T/l^-/l^ g^S^irUTV^Tt c3;v^c 2 _ 6 7V^ 
:^r=./l^ g^K^r^ b-tv^T% J:v>c 3 _ 8 iy^ p7/^;H^ g^S^r^U 

TV^% £V^C 6 _ 10 T y — /V^g^S^LTV^Tfe 5 — 1 0M^7^ 
T y — fcfSBgUES:^ UTl^T ^ cfcV^ 3 ~ 1 0 n gR^S 
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12 4. R llf ^em*£^rUTV^£> J^3~l Ol^f^fniSil 



2 3 |C|B<5©^y bo 



12 5. R llf #S^T © 



X 



N 




N 



O 




N 



O 





N 



HN 



[f 
7jC 



N 




HO' 



A ^ A 



Me. .Me 



HO 




O 



43 ±15 




12 6. R llf ^5£ 
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10 



15 



Me 



N 



HO 



HO 





N 




N 



N 



12 7. R 1 2 f ^7f<;^Ii;^- _ Cfe?) N li^I 1 2 3 ^ffi«c<7)dry K 



1 2 8 . V 



f 13« 



JK^-T?fc£. lt^3jl 2 3 IE h 



129. a 11 t&ipzmm.^-^foz. mazmi 2 3iz.mwt(D3r?s h 0 

13 0. R 4f ^7K^J^^--efe?)\ If^II 1 2 3 ^lB«CD^->y h 0 

13 1. R 5f ^c 1 _ 6 7;^/HtfcliC 3 _ 8 ^^ P7;^/Htl)5, If3^ 

12 3 f£!E<c<£>^s/ b 0 
13 2. R 5f ^^^/v^-e^>§ N li^^l 2 3 ^lEifetf)^ K 



13 3. R 9 f ^km^X-lb 5 . 1*^1 123 {dlS: 



13 4. VEGF receptor kinase PJ. 



IX 3P 



(VI) 




N 



N 



O 



N 



O 




HN 



N 



^*$i^6*^fe^^i¥^b3l{^tb ; 5V^i a tl,^l R 2d «-N 

HR 3d (5£tK R 3d ^^^^S, fcft^^ n/n tVH^f 
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13 5. VEGF receptor kinase PJLiS^JfC^ 
5- (2- ( ( ( 4 - t K n - 4 - ^ f- ^ y y - 1 - V ^) 

/v) r^y) try s^v— 4 — w /v^^vO -ih-^^Fwv-i-^/^ 

Nl — — (2- ((4-fc Fn^v't^D vV) T 5 7 

- 4 — t° y vvV) tf-^V- 1 H— 1 — i 1/ K— /^/V^^ri^ ^ F\ 
Nl-^f/V-5- (2- (((4- y v?^- 1 --f fc 0 ^y^-l 

-^f/v) r^y) try v>^- 4 -^/v^-^» — ih-i — f 

Ni-yf;v-5- (2- (((4- (^y^-i-^;v) tf^y^^-i 

^7/V^=/V) T%S) t° y v 5 ^- 4 —Jfl'tir**/) - 1 H- 1 -4 



N4- (4- (1- Uf/VT?;) *;^/V-lH-5-^yF!J/V) ^~ 

drix— 2 - fc? y ^/v) — 4 — ^e/uft y ^^/i^^l?- 5 K 




N Me N 




O 
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13 6. VEGF receptor kinase PfiH^fC 

(1) N- (4-yo ; e-2-7/Vtn7x=;V) - 6 - ^ b 7 - [2- 

(1H-1, 2, 3 - h V TV*— As— 1 f/V) m bdri/] dr^y JJ ^- 4 - 

5 (2) N- {A—^fn^e— 2-^7V^ruy =^=^;V) — 6—7 b^v'-7- [(1 — .- 

(3) 3- [(2, 4-v?^f;vt°n-;v-5 — { /v) -2--T^KU 

(4) (Z) -3- (2, 4 -v^^Vt— 5 - Fn^f 
10 >- F— As— 3 ->T y fls* 7- A?) — 1 H — t° n • — /V — 3 — i As) -/nft^ 

(5) 5- (5-7/k^-a-2-^"^y-l, 2 t K»>f ^ /V- 3 
Ufy^f/V) -2, 4— v^^/V- 1H— /V-3 — # /M? dp- !7 
Tis-y K ( 2 - ;i>T 5 7 ^^/V) T 5 H\ 

15 (6) N, N- v>7 ?VV^J7 3 - {5, 6, 7, 1 3 -T h9t Kn-9- 

[(1 -7 ^/V^ f^rvO 7 ^/W] - 5 -&*y- 1 2H-^f >"7V (2, 1 - 
a) fc°nn (3, 4 — c) ^^/V-l 7°^ lf;Vx7f/K 

(7) 3- (4-7^^- 2 , 6 — v^^/V^-n —^Z/if/U^-^i/) -5 — [3 — 
(4 - trn y S^V- 1 — iVl'-y^vV) -^WK] -^7^7^-4- 

20 ^/v^^v-y Ti/y K T 5. K % 

(8) N- {2-^nn-4 - [(6, f^V-4-^rt7!)^) tf-df- 

(9) 1- (4-^nn7 = !)/) -4- (4-t°!J ^/V^f ;W) 7^9^> 
(1 0) N- {2-^nn-4 - [(6, 7 — b^V— 4-^/!);V) t^r^] 

25 -N'- (5-7^-/^-3 — fy^tJ/!)^) 7^7, 

(1 1) 4- [(4-7/Vtn-2-^ W y K-;V- 5 - /l') t^^] —6 
-n^>-7- [3- (tfn y i^- 1 — 1 >V) -fxtH^^yl ^rt/U^ 

(12) 6— [2— (7 ^/VTj/W^^E-^/l/) 7x=;VX^7 7^] — 3 — E — 
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[2- (try v 5 ^- 2 -^71^) 7V] ^yv— 7K 

(13) 5- ((Z) - ( 5 2 -^"^y- 1 , 2-i?t FP-3H- 
^ ^ K— ;v- 3 y y^vv) -N- ((2S) -2-fcKn^-3- 

V is— 4 — >f ;vzfxi t?7V) -2, 4 - 5?* f-}V— 1 H- fcTn — ?\>- 3 — 

5 ^;v#>t? F\ 

(14) 3- ((5r/!)y-4 f7^y^7k) T^7) -N- (4- ( h y 

(15) 6- (2, e-^^nnyx^) - 8 - y ^7V- 2 - y ^~7^T ^ y 

- 8H-t: o y K[2, 3-d]t°y 

10 (1 6) 2- ((1, Kn- 6 -t^y-tl 3 --O^y ^/W T 

^y) -N- (3- ( b y ^7P^-n y. ^-;V) ~7 ;V) - 3 - t° V i/ls-ft /V 

(17) 4- (4- (4-7nn-7x-^75/) -7n[2, 3-d]fD^ 
— 7-^7V^-^v'y ^7V) - t°y S?^— 2 -$>/V7$3ci/ V Ti/-y K 

15 y^vwr^ K. 

(18) N— ( 3 — b y y/^^-t3 ;7 ^7^- 4 - y a V.-7 -N'~ (4 - ( 2 
-y ^7l/#7W^^7H: o y 4 — 1W) ^-dr-^^cn^7V) y l/7\ 

(19) 4-7^7-5 — ^/l-y-P — 3 - (6— ( 4 — y v^— 1 

-^/v) - i h-^^xv 5: y*y— 7V- 2 — ^/v) - ih-^/d 

20 

(20) 4 - (4 - (1-7^7-1 -y ^7V-cc^-/V) -7xn;V) - 2 - (4 

- (2-^e7V>^y 4-^7V— =^^;v) -7x^7^7) -fcry^v?^- 

5 -#7^ = b y 7K 

(2 1) [6- [4- [(4 -^^7Vfc°^7 V 5 ^- 1 --f 7V) y^7iy] 7ai^7V] 

25 -7H-t'nn [2, 3-d] t°y^v ? ^-4 — f7P] - ( (R) -l-y^~ 

(2 2) 9- (1 - y ^7Vm h^^) 7*^7^-1 2- (3-t Kn^i/^tt fcVk) 

-6H,7H,13H — {>"f7 [2, 1 -a] t°PP [3, 4-c] fjfl/^S— 
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tv— 5— 

(2 3) N- (2, 4-^7;^P7x=/V) -N'~ {4— [ (6, 7— S?* h*r 

(2 4) 5^[N-^^/v-N- (4 —Or? Zf^fr^rZcl/? *.~;v) T^z^M 

(2 5) N- [4- (3-75 7-lH-^^7*-;l'-4 — f/V) 
— N'— {2 —7 JVJrn— 5 — ?.J-;V7 7^7, 
(2 6) 2-^^/V-6- [2- (1-7^A— 1H — f 5^)/— ^-2 — fAO 

-^az j [3, 2-b] try 7 —^^ar^t^l --o-y' [b] 

10 y-S-^/V^v'yy^ 7Vy K 7 f ;V7 5 h\ 

(2 7) (R) -1- (4- (4-7;ktn-2-7f;V-lH— f7K^/7-5 
— f/^^v-) - 5-^f/H?OP [1, 2-f] [1, 2, 4]hU7^y- 
6— 4 sv^r^l/) 7p/^7-2-^ — ^ 

15 (2 8) (S) - ((R) -1- (4- (4-7^tP-2-^f;V-lH->f^K 
— jV- 5 — f/V^-^rv') -5-7f^t°r2P [1, 2-f] [1, 2, 4] h!J 
Ti?>— 6 — ^/V^-dr->) ^a^y-2-*-;V) 2-7577p/V^F 

20 1 3 7. VEGF receptor kinase RE^^W^ 2C3 antibody. IMC-1121bv 
IMC-18F1.IMC-1C11 ^it^ IMC-2C6 ;5>kft£l^feiliR£^5^ N & < t % 

13 8. £a. i BWi£MMmW&, & VEGF 5 > If 9 9-1 0 3 <7>V^-f 

25 1 3 9. J&L^fr^PJ-W^Sf^ FGF receptor kinase Ri.W^5t "CfcS. If 9 
9 ~ 1 0 3 (D^-ftbfa— ZgfcfE^O^i/ ho 

14 0. FGF receptor kinase 1- [2-7^7-6- (3, 5 — 

f^>'7x-^) -try K (2, 3-d) fy^e?7-7-^;v] -3- 
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10 



tert-^^/V^ XXfil -text—zf^;V- 3 -[ 2 - (3 -v^ ^vl^T 5 7) 

yntvvT^-e - (3, s-v^^ *.~;v) -try k (2, 3-d) 

14 1. jfiL^ff^PJ.*^/«^ N ^ FGF #l#*T?&5, lt^^9 9-10 3 ©Vvf 
14 2. X^/fr 5 K-g-^-fb-a-^ Sr-^A/"eJ& Stt^RI is VEGF receptor kinase 

— Jt£5£ (XIV) 



w_s °2 x 




(XIV) 



15 



20 



Xtt-N (R 1 ) -^fcfi^igj^^-^. 



•C(R ) — &tzl* 



•N 



Sr. 
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Ztt-N (R 2 ) -^fftU 
* it it iS B. T ;v ;v m £r , 

SfjfB VEGF receptor kinase Pfi^^jff 
(1 0) N- {2-^nn-4 - [(6, 7-v^ h^iX-4-^/ P /V) ^dr^] 

10 (11) 4— [(4-7/VtP-2-^ f;V'f ^ K-;v- 5 ;v) ^f^i/] —6 

[3- (tfn y 1 r/n/K^v-] 

(12) 6— [2— (y ^/l^/W^-Y /V) 7x^7/V7 7-^] — 3-E — 
[2- (If y 2 f/V) rcf^/H J /K 

(13) 5- ((Z) - (5 -:7/V;*-n- 2 -^df-y- 1 , 2-v?tFn-3H- 
15 -f^K— 7V- 3 — {Vfy) y^/V) -N- ((2S) -2-tKn^-3- 

^;i/*!)y-4-^;i/7ot» -2, 4-^f;v-lH-t°n^-3- 

(14) 3- ((^yyy-4— f;^f;v) 7^/) -N- (4- ( b y 7^^- 

py h^vO 7i=;v) ^-^-y 2 — ^/v^^l^ h\ 

20 (15) 6— (2, 6 — W v n 7x-;V) - 8 -/f 2 - 7x^75 / 
-8H-k°y K[2, 3-d]lfKi?y-7-t^ 

(16) 2- ((1, 6-S?fc Kn-6-t= 3 ry-t°!)^^-3-'i';^f;V) T 

5 7) -N- (3- (M)7;^p^f;H ;7^~^) — 3 — try 5?^— 

25 (17). 4- (4- (4-^dp-7x^7^;) -7n[2, 3-d] try** 
/ f /V7 5 h\ 

(18) N- (3- h y 7/V^-ny^/V-4-^PiP i y^^;V) —ISP- (4- (2 
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-7 ^vKfr/W^-f 7Hf V — 4 —4/^) t^r'>7x=;l/) ^WT, 

(19) 4 -75 7 - 5 — 7jVHtvl- 3 - (6- (4 - ^^-^7^^- 1 

(20) 4 - (4 - (1-757-1 -7 ^VV- J^/P) — -7^=-;V) - 2 - (4 

- (2-^/i/^y ^-4-^/v-^^/i^) -7x^75/) -f^;^- 

(2 1) [6- [4- [(4-xf;Vt^7^y-l-^/V) 7^W] :7a^/K] 
-7H-t°on [2, 3-d] > ^y-4--f;V] - ((R) - 1 

(22) 9 - (1-7 ^/l^ h ^rv/) 7 ^7V— 1 2 - ( 3 - t Kn^r^n If 7k) 

-6H, 7H,13H fyfy [2, 1 -a] fcTnu [3, 4-c] #7W^y*— 

/l/-5-^->-, 

(2 3) N- (2, 4 -^7;^n7x^) -N'- {4-[(6, 
^-4-dryy/k) -^-^V]- 2 — ^oi^7k} ? ^7 N 

(2 4) 5-[N-7^7V-N- (4 — ^"^ ^•7 f i/7k^-^v'7^^7V) Tir^/V] 

(2 5) N- [4- (3-75 7-1H— f7^7 , -^-4-^/V) :7^^/l7] 

-N'— ( 2 — ^/V^-cr — 5 — 7 f/V7x^/V) 7^7, 
(26) 2-7 ^7V- 6 - [ 2 - (1-7 ^VV— 1 H — f 5 7*7*— 7W- 2 — f /V-) 

-^^7 [3, 2-b] tf y i^V- 7 — r/V^-^e^] ~^V7 Cb] =f-$-7*. 

is- 3 5/7 T^y'K 7 f ;V7 5 F\ 
(2 7) (R) -1- (4- (4-7;Vto-2-7f-^-lH — f ^ K*— 7V— 5 

— f/V^^vO -5-7f^t°nD [1, 2-f] [1, 2, 4] b!)7^^- 

6-^/1/^-^v^) 7*n/^- 2 — /V 

(2 8) (S) - ((R) -1- (4- (A—y/V^m — 2 — ^f-iV — 1 H — i 1/ K 
— /V- 5 --f/V^dev') - 5 -T-^vUfn n [l, 2-f] Cl, 2, 4] by 
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14 3. 7;^yT^ K^^b^^^r-aAy-e^^M^Ji. VEGF receptor kinase 
— (XIV) 




(XIV) 



WE\ ^ffctt-CH=CH-^ 
XJ3-N (R 1 ) - * fc te^Sf I^H 1 £\ 

I 3 I 

— C(R 3 )— N 

Z«-N (R 2 ) 
^ * fc J2{g& T /!✓ /V3£ £r N 
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HUl3 VEGF receptor kinase PJiW^St^^ 

4— ( 3 — ^ a n — 4 - ( n fcf/VT ? 7 Jj;Vi$=-;V) 7^/7i; 
5 ^» _7 Y^^-S-^-S V 5. b\ t> IX H:-t©3Sl3S^Wlci 

fF3££*i/5:£U *fcf*-?:^6>(D^^fp^-efeS> fulfil K 
14 4. VEGF receptor kinase IMFftWtf^ 4 - ( 3 — ^ n n — 4 - (V^ n 

^tnf^7 5/*^=;w) 7^;7x;^^) — 7 h de-v— 6 v 
is fr/istf Y<D* #i/^7Vifri'W&rtT%>Z>Mik^l 4 3 \z.%dM<o*c K 

10 14 5. ^/l/^y7 5 K^tM*l!9 J > N- (3-V7/-4-^f^-lH- 

^S^^fF^^tbS^ l£ <Dmffl3nm~mbZ> . ff*iI14 2~l 

4 4 <D\t*Ttlfr— ^^IB^O^ry bo • 
1 4-6. SSf&^M^ry f-CfcS> W^3g9 9, 1 0 3, 1 4 2 3o £ Tfi 1 4 3 <DV^ 
15 i*tb^— iKfcfBtt^^r y K 

1 4 7. jfiLWff^PMffi^r^ h"Cfc5, 1*3^9(9 9, 1 0 3, 1 4 2*3«tt514 

14 8. ^*y7 5 K^^*ijfiLtf3W^iaiFWfc^*#JciS#i-«-i 

20 oT. 

fu IB * /V7}n >- r ^ K-a^b-a^ 3* s 



Ett, -O-. -N (CH 8 ) -s ~CH 2 -, - C H 2 C H 2 - * fete 
25 -CH 2 0-Sr, Dtt. - CH 2 -^fcte-0-£r. Ria it, Tk^M^^fcte^ 
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n^f^m^-t:. R 2 M3\ ^-n <7* 1tt* bV ~7 A/Urn 7* ^^m^^fo^ti 

(id 




en) 



LTV^tiV^Cjj-BT^adfV*/^-^ ^fnS, Ti^Kl^ -O (S 
0 2 ) CH 3 . -N (CH 8 ) 2^ Tk^S^ 7x-;H, Ill^ft5 7x^ 



t° p ^-^^./vfi, ^7P=;H^fcttMJ7 N /-^ 
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5£ (III) 




T*mt>£ti&fc&®fabt£Z&frbM$l£tiZ>'J>%:< th ionium, % 

10 14 9. Kttft^^> 

N- [[(4-^on7x^;l/) T^y] - 2, 3— i?t Kn-1 

H — < >"tI/ - 5 -^/V/ft^T^ F\ 
N- [[(3, 4-i?^P0 7x=;V) T^7] ^7/V/J?r^7V] -2, 

15 N- (2, -4-^pn7a=^/V*^7 5 K, 

N- (2,4-v?^nn^yyV/V) — 5 — ^d^Wx^- 2 — ^yV^C/T 
5 K 

2 - ^;V7 7^T 5 K— 5—? uu^-y ^r-f- V > 

15 0. 7/V*yT^Ktf^tl^, N- [[(3, 4-^»P7x^) T 

^ y ] -2, 3-i?fc Ko^/75y-5-^*y7 5 F*3 
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20 



cfctW- - 5 —~fxi ^r^&y zc is— 2 — 

15 1. 7;V*yrO'^tM^-N- ( 2,4 -v 5 ^ u h-O^-OV) -5 



15 2. 5£(IX) 



H 2 N_ 




H HN 7/ 



CI 



(IX) 



10 



15 3. ]fiL*^£IMF4&5ttf^ VEGF receptor kinase RM 
1 4 8 ~ 1 5 2 (DV^Ttl/^— ^^IBS^^&o 
15 15 4. VEGF receptor kinase PJ.*^K^s — (XXIV) 



R 



4d 



A -X d ' Y Y N -R 

o 



5d (XXIV) 
[5S (XXIV) <K A d «, ^ 




^•A 1 V 313 rT^A 11 



R 



12 




(S;4> % R ld '«. ^-V x -V 2 -V 3 (5^^, V 1 fiSI^JE^r^ bTV^Tt> <£ 

^-so 2 NR 6d --e*sii5S^ S-NR 6d s o 2 --e^$tbSS. 5£-N 
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g^X^r^UTV^T^ J^C 1 _ 6 T/V ;3 r/i'S. U^&^^k VX^X t> J^C 2 _ 

^tLtv^rt) J^3~ 1 0 M^^^M^ T n ^^S^r^^i-^ 0 ) *C3E $ ft5 
aj? ^ % g^^ ^^"bTV^-T%J:V^C 2 _ 7 T7V3^^^7/V^^ ^ « 

S;-coNV all v 5l2 t*^n5S (5£*K v all «, tK^M^x gi&S-Sr^T 
g^fi^bTV^-C^ J^5~ 1 OM^tpT y — /i^^7U3gmX£r^bT 

a 1 ^, mWkm%^\,x\,^xh^^mw^^frfe^m^&M»kir% 

tLTv^t & <fcv>c 2 _ 6 7Vv^-~/i^ g^S^r^rb-rv^-r % J;v^c 2 _ 6 T7V 

t^S^tLTV^Tl)J:v^C3_ 8 v'^n7;^;H, g^^^^L 

TV^Tt> £V>C 6 _ 10 T y — /l^g^S^LTV^^ 5 ~ 1 OI^tp 

173 



WO 2006/030941 



PCT/JP2005/017228 



£v^5~l Ol^ro7^;H, HgU£$r;frL-CV>T% J^3~l Ol#f 




(5£t\ R 3d 'te. zk^JPiC^ *&£Sr^UTV^t><J^C 1 _ 6 T/t'^A'5. 

Sr^bTV^T^J^V^C 2 _ 7 T v^/l/^'^fcf^'B^K^r^' L-TV^T%J;V^C 2 _ 7 T 
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7^n3r^;t/^;Hffd^-CONV dl V d2 (S^^U V d 1 *3 £ TJ* V d 2 

^TUTV^^ J^C 2 _ 6 T/V<7-~/l^ LT V^T & «fc V^ C 2 _ 6 T/V 

rv^-r^ «fcv>c 6 _ 10 TP -;^til^f ltv^% iv>5~i ol^rn 

15 5. VEGF receptor kinase PJl^Jf ^ — (XXV) 
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10 



15 



20 



25 




R 3e R 4e 



(XXV) 



[5£ (xxv) 4\ R le te. 5£-v le -v 2e -v 3e v le », i 

$£||JfC^ ^;V7^^/H, jx/l/7fr~/VS. ^-CONR 6e - 

^-S0 2 NR 6e -ti^5l, ^-NR 6e S0 2 -Ti§tl 



3 e 



tv^% J^c^T/v^A-^ e^X^bTV^-c^ «fcv>c 2 _ 6 T7i"Sr~/i' 
V>C 3 _ 8 ^^n7;^S, S^S^r^bTV^Tt <tV^C 6 _ 10 Ty "-/^Iv ft 
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y 1 5£ 




ft^l^tl/tV^tfe ckV^C 2 _ 7 7/1^3 v'^/V'^-^lt fc s^;- C O N V 

el v e2 (5£4^ v el 3o£TJ*v e2 te. ^r^^MAALUTTk^i^^-^^fiM^S 

R 5e ^s tK^M^-, Bi^*^UTV^% J^c^T/i^/i^ B$lK£r 

TV^% £V^C 6 _ 10 T y — /V^,S^^Sr#LTV^T% J;V^ 5 ~ 1 Ol^fo 
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15 6. R le /5SC,_,7^aE (fcfcU R le C x _ 6 T/V^/k^^r^" UTV^ 



15 7. R le 3M ^vl^*fcfii5£ 




t5.) tiS^5S-C$>5, ff^^l 5 5 teSEHfe 
15 8. R le ^^^-/^^f c ^2 -7^ bdr^xf;H^fe5, If 1 5 5 JcfB 

15 9. R 2e ^^7/StfciK-CONV en V el2 -e*^tl/^S (^t*. V e 

/Vl, fH?ff LTV^T 1 b < tV^C3_g^^o7;^/Vl, g^X^r^UTV^ 
Tt>«fcV>C 6 _ 10 T!J — /VS.ttmSSr^UTV^-C^ 5 ~ 1 0l^fn7!J 
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16 0. R 2e ^^77llfcttS;-CONHV el6 ti^5l (^^K v el6 
S*fcfiC a _ 8 ^n7;V3^^SS:t!*t5, fcfcU V el6 « N ^n<7*^ 

16 1. R 2e ^^-CONHV el7 tf $tl5S (S^. V el7 te. 7KPgJ^- : f-. 

16 2. R 2e ^-cONHV el8 ti$tl5S (5£fN V el8 te. zftpfffli^ 
16 3. Y 1 ^^ 



*>s. n^gci 5 5 \z.m^(D^m 0 

16 4. R 3e *5J;Tj?R 4e ^ 7 X^J^^--efe5, ff^lll 5 5^|EtfeO^-feo 

16 5. R 5e ^ 7 ]c^J^^-, C r _ & T;V3r;vm, C 3 _ 8 ^ T ^*/umtl±ltC 6 

16 6. R 5e ^M^/^*s ^^/V^^/ci^v'^ n^n tVwK-efeS, BlfcfcS 1 5 
5 fclE&tf^ifeo 
25 1 6 7. VEGF receptor kinase MFtoJC^x — jjgsfc (y) 



R 



71 
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[5£4VR 10 te3fci^H% f-f-tv^ xf/H, n ~ -7x2 i? svm-g. feisty ?u 

5 mMam-vfoz, if^in 5 3 izmm(Dj?m 0 

16 8. VEGF receptor kinase 

N- (4- (6-V7/-7- (2~^ h^^^h^cly) ^~ 
3 s - V — 2 —-7?\>3rxi 7x-;l/) -N' - ( 4 - ^ ^ ^VT, 

N— (2-^nn — 4 - ((6-^77-7 - ((1 - ^ 4 - fc°-< y vvV) 

10 * h^c-» — })/]/) ^-^-» 7x^/1/) — N' — n fcVV7 

N— (4- ((6 -777-7- (((2R) —3- {^^-^-;VT%/) — 2 - t 
Knde^T'ntVv) ^-^-» — 4-^/y/W ^^S/) :7 m— /v) — N' — 

(4 — ^yl^^-n ?7UT^ 
15 N— (4 - ((6 —i/TS — 7- (((2 R) — 2- t (1 - t°n 

yvV) 7°nt:Vl/) tf-3r-» — 4-=3r/y/l7> ^^rv-) — N' — 

(4 — -7;Vjrn 7 ^=.;v) $UT^ 
4- (3-7nn-4- (i/^P7nt>7^/*;^;i/) 7$/7x/^ 
v-) — 7 h^V— 6 y ^/V/J?^^ h\ 
20 4- (3-^nu-4- (f^ n :7°n t°7l-T ^ 7 — ;V) 75/7x7^ 

*» —7- (2 b^i/rc hdrv^) -6 - dr/ D 7*/^>f> K 
N6-v'^n7ntVV-4- — 4- (((^7^ n7n t°^7^ / ) 

25 N6- (2 hdr-^rc^/v) — 4 - (3~7nn-4- (((v'^n7nt°;P 
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N6— ( 2 -^/i^nn^/iT) —4- (3-^nn-4- (((^o^ntW 
N6— 4- (3-yucz — 4- (((V^n/nfcW7U) 

— /i-) r 5 7) — 7 -y 6 -^y y ^#7^^17-5 h\ 

N 6 - 7 ^A— 4 - — 4- (((y^ p/p t>75 7) 

;v) r^y) 7x/dry) -7-7 h^y-6-^ / y y*^*>t$ 

10 N6-if/V-4- (3-^PP-4- (((y^P7'Pt p ;V7^7) 

>V) T5 7) 7x7^y) -7-7 h^y-6 - ^r7 U y^;^>f 5 
4- (3—7/^X3 — 4— n^a tf/VT ^ y ^7/t-^=/V) 7^77x7 

=3rv") —7- (2-7 fdryxhafy) -6 - ^7 !) y*/W*>t5 f\ 
4- (3 -^i3n — 4- (V7 n^ta tVVT 5 y ;fr/V^~/iy) T % S ~7 J 3t 
15 v0 —7- (2 — t Kcr^->m hdf-» — 6 -=3ry P ^/l^^rl?- 5 K x 

4- (3-yna — 4- (t/jr n :/n fcf/VX 5 7 /V) 7^/7x7^ 

V) —7- ((2S) —2, Fc^y/ntVV) ^-^^—6—^7 

4- (3-7nn-4- (7f;V7^7*;^^) 7577x7 3r27) -7 
20 -7 h^7- 6 - ^7 U 7*;^t5 K 

4— (3-7PD-4- (xf;W7 5 7*;^=/V) 7577x7^^) —7 

-7 b^y-6-dr7 U 7^;^>t5 F\ 
N6-7 b^7-4- (3-7nn-4- (((xf/UT? 7) ^/k/J?^/V) T 
5 7) 7x7 =ari7) -7-7 h^7- 6 - ^7 P 7^;^^f 5 
25 4- (3-^nn — 4- (77n7nt°^7 5 7^;^^) 7577x7^- 

—7- (2 -a: h^vO -6 - ^7 P ^*^*>f $ K ' 

4- (4- ((7^p7pW57) 7U7x7^f7) -7- 

(2-7 v*^^ h^zs) - 6 -df-7 y ^^7^^=^-9-5: K N 
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N — ( 2 — yjV^rxx — 4 — ( ( 6 — jfr/W^W 7V— 7 -7 h^^y— 4 — / V /V) 

^-^■2/) 7x^;v) -N' — W\ 
N6- (2 — fc Kn^r^f/V) — 4 - (3-7 on — 4- ( ( u ^ a fc° 

/VT5 7) #/V/J?~/V) 757) 7xy^r^) — 7 -7 b^V— 6 —3<:S V 

4 — (3— ^nn — 4 — (l-7'ntf/V7 5y*^=^) 7U7j;^) 

4 _ ( 3 _^ nn _4_ ( c i s - 2 - 7/>t n - ^ o lf;V7 5 / 
3j^/l7) T 5 ;7x7^i/) -7-7 b=3rv-- 6-^/!) ^j&Aotf dp-tf- ^ K\ 

N6 _ 7 {^ / V-4- (3-^pp-4- (((^n7nW^;) = 
/V) T5 7) 7 m 7^^) -7- (2-^F=3r^F^) -6-=3r/yv 

N6-^f/V-4- (3-^nn-4- (((xf;V75/) 75 

4 - (3-^nn-4- (^yn7nfc>7-5/^^^) 7?;7x;^ 
iX) —7- (2- (4-^7t!J/) aibdrV) -6-^;!)y*M^ 

4 — — 4— (2 - 7;l/tn ^7 5 75/7i 

7 ^vO — 7-7 b^rv^— 6 -=^7 y 5 b\ 

N6 - ((2R) rF7tFn - 2-7 7^/Mf/V) - 4- ( 3 - 7 ^ n - 4 
- (((^f^7$7) 7 5 7) 7^7^^) -7-7 h^rv'- 

4 — (3 -yjvirn — A — (if;V7 5 7*;v#^v) 7577x7^^) - 

4 — (3-^Dn-4- (((v'^n7at°^7 5 7) #/V*J^ /V) 75 7) 7 
^7 =3f-V) —7 - (( 2 R) - 2 — t ( 1 - t°n y v>7) ^ 

n/K^r^) — 6 -=3f 7 y ^^7/^^^i^5 K> 

N6-7f^-4- (3-700-4:- (((7f^757) T 5 
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/). 7x/^^) — 7 —' (( 2 R) —3 - i?x^;V7 5/ -2-t Kb^V 

N6-^f/V-4- (3-^au — 4— (((if;l/75/) T 5; 

y) 7x7^^) -7- ((2R) -3-^f;l/75/-2-tKn^^ 

/) 7x/^r^) —7- ((2R) - 2 — fc Kn^rv'-3- ( 1 -fcTn y 

7) — 6 -^f / y i^/M?^^ K> 

N6-^f/V-4- (3-^nn-4- (((xf;l/7^7) T 5: 

7) —7- ((2R) -2 — t Kp^7- 3- (1 - fcTn y 

y) ^a^^i/) — 6 -dp-/ y ^/V/J^f- 5 P\ 
N6-^f/V-4- (3-yaa — 4- (((^f;l^75/) # A'2i?=vl') 75; 

/) 7^/3cis) —7- (( 1 -y ^/V— 4 - fcT^y vvV-) / b^ff) —6 

N6-^f/V-4- (3-^nn-4- (((xf;V7 5 7) jJAsiR— ;V) 75 
/) 7x7^^7) —7- ( ( 1 - * f-JV— 4 - \Z*< y >W / h^V) —6 

-=¥/ y H\ 

N- (4- (6-V-T/-7- (2-7 b^r^cn fdp^) -4-^/D/V) ^* 
dri/- 2 — 7x^;k) — N' -e/^n7°nt>7^T, 

N- (4- (6-^7/-7- (3- (4-^*5/) :7° n *K df ■£/) — 4 — 
df-yy/V) ^-dr^T^rc^/V) -N' - (3- {^f-;V^;V^=^;V) 7xx^) 

4- (4- ((s/^p7nt>75/) 7^77x7^7) — 7 — 

7 fdriX- 6 -dr/ y i/^/V/!^^ K. 
4— (3 — y/U^-n — 4 — ((2-7;^n^f;V75 7) #/V#^/l7) 75/ 

N6- (2 — » fdriX^^/V) -4- (3-^nn-4- (((/f;V75 7) 
#/V/J?~/V) 757) T^/dr^) - 7 -/ fdf i/- 6 -df / y V^7/V^df 
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4— (4— - 3 — — 7 x/df^) -7— 

5 K 

5 $5£T$ 

N- (4— (6— (2-V7;if A'J'^/l'W^-?-^ F*'>-4-^ 
/y/V) t^;/-2-7;^n7x^/V) — N' -V^nynt>^7 

10 16 9. VEGF receptor kinase PJ-W^®^ 

4- (3-^nn-4- (V^ n \fjVT % S $)/V7$=.;V) 75/7x7^ 

4- (3-^nn-4- (xf;V7 5 7 ^/VjJ^/W) 75/7x;^>) -7 

15 N6-^f^-4- (3 n — 4- (((^^ n T'n fcWT ^ / ) # 

7$/) dp-^) - 7 h^f^— 6 -3f7 y Jofr/M?^^ K% 

4- (3— ^an — 4- (^f ;V7 5 7*;^^) 7^/7x/^^) -7 

20 N6-^ (3-^nn-4- (((xf^j^/) #/V/J?:n/V) 7* 

5/) :7^/^iy) - 7 h=3r^- 6 -*c / y ^Aotf^l^ K 

fF^tb^i^ ^fett-ttLexO^JK^HlfcTffcS, ft >k*M 1 5 3 rfa*fe(^77feo 
17 0. VEGF receptor kinase P£W^®^> 4- (3 n n-4 - 
25 n lf;V7 5 J T% S 7x7^^) — 7 - ^ h^is— 6 - ^7U i/7J 

titfes^ iMi 5 3 mfla«i©*"«feo 

17 1. VEGF receptor kinase Pi.#^JC/5S N 4 - (3 n n-4 - (V^ a 7° 
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17 2. VEGF receptor kinase Pl^^fSt^ — it&5£ (XXVI) 




(XXVI) 



i,12f 



[5* (XXVI) R llf te. zk^iKTV l^XIr^LTV^T^ cfcV^C x _ 6 T/l> 
5~1 0l^fP7!)-/H, g^r^Sr^UTV^-C^ J:V^ 3 ~ 1 OMffi 

TV^ttJ;v>c 2 _ 7 7^;i'lt7t(ittS^f LTV>T i feJ:v^c 2 _ 7 7;V3^ 
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TV — /l^^fcteg^S^bTV^^ £^ 3~ 1 Ol^ffi-^fniSS 
17 3. R^^SilX^UTV^^ £V^3~ 1 Oi^f^fnlSSI 



7 2 ^tefto^-fe 



17 4. R llf ^T© 



N 



A 





N 




N 



o 




N 



HN 



^^t^5*^fe^^i¥^fe3lf^tLSV^i s ^^l ©Stl)5, f#*3g 1 7 2 



Cf 

7Xi 




HO 



O 



N Me^^N 
Me^ 



Me. .Me 



HO 
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1 7 5 . R 



11 i ^ 



Me-^JJ 
HO 



HO 



N 



N 




N 



17 6. R 12f ^ 7 J<||^-e^§ N WMl 7 2^|E*^^o 



1 7 7 . V 



f 13« 



17 8. A llf ^^^|g^-efe5, If^l 7 2^|B«^*-^o 

17 9. R 4f ^tK^J^^-u^^, If^^l 7 2 fciEife<D;^£fe 0 

180. R 5 f ^c A-^^fcteC 3 _ 8 i/^ PT/V^f/HtfeS, 
10 17 2 ^feScCD^ifeo 

181. R 5f ^^^/v^-r?^§^ if^rf i 7 2^ta«©^-& 0 

18 2. R^^TklSJIH^fe^ If^^l 7 2fc|Bic<^^feo 
18 3. VEGF receptor kinase UW^oW^. — (VI) 



O 



A, 



H 




15 



N 




N 




N 



o 




HN 



N 
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HR 3d (^^K Rtefcf^M 



10 



15 



20 



^ a 7;v^;Hv ft fettle: 



X 



N 




N 



Me' 



N 



HO' 



Me 



Me 
HO 



Me 




X 



O 




18 4. VEGF receptor kinase R&WWM^n 

5- (2- (((4-t FP^rv'-4-^f;H:^y v'y-l-^^) 



N 1 -*^;V- 5 - (2 - ((4- fc Kn^^f^y jj;Vi$~;V) 75/ 

Nl-/f/V-5- (2- (((4- (t°ny^y-l — f/V) fcf^yv^-l 

— /v) 75/) t°y s?^— 4 tvitr^y') - lH-l -A 



Nl-/f/V-5- (2- (((4- (tvy^y-i-^;v) tf^Pi?^ 
— -Y/l") 75/) t°!)^y-4 — f;^:/) - 1 H- 1 

1/ y—>v$})Vi$3c^'% K 



1 



as it; 

N4- (4- (1- (/f;v7 5/ ) ^;^-/v-lH-5-^yKy;v) 

2 - 1? y - 4 -^/p-Tft y v#/v/j?=^f- 5 k 

188 



WO 2006/030941 



PCT/JP2005/017228 



18 5. VEGF receptor kinase ^ 

(1) N- (4 —zfv*e— 2 -7;VJrvi =.;V) - 6 — * K^rf- 7 - [2- 
(1H-1, 2, 3 - h V T7— >V- 1 -<<;V) rc V is- 4 ~ 

(2) N- (4 - 7n^E-- 2 - 7 sVJrvy ^=-;V) -6-^ [( 1 - 

(3) 3- [(2, 4-^^^/Vt°n— /V-5 — f/V) ^^1^^] - 

(4) (Z) -3- (2, 4-v ? ^^/^-5- (2-^-^y-l, 

^ F— /V— 3 — f Uf>^f^) - 1 H- fcfu — 3 — ^f/V) — 7°v}?3-~ 

(5) 5- ( 5 —zrtvorxi — 2 -t^y- 1 , 2 — S?fc Kn-f >- K— /v— 3 — f 
!Jfy^f;v) —2, 4 - '^f 1 H - lfB-;W- 3 -*/V#^vy y ^ 

(6) N, N-^f;^5'^ 3- {5, 6, 7, 1 3-7" h7t Ku-9- 
[(l-^f/^f^rV) - 5-t^y-12H--fyf7 (2, 1- 

a) t°nn (3, 4-c) ^^;v-12-^f;H 7nkV^^r;K 

(7) 3— (4 — ^n*- 2, Q—ifyjvarv—^l/if/V^-Scl/) -5— [3 — 

(4-lfn!)v 5 y-l-^;l'-^) -^7WK] — fyf7^;v-4- 

(8) N- {2-^nin-4 - [(6, 7-v^ h^iX- 4 -3^7 U — /V) 

(9) 1- ,(4-^an7=yy) -4-. (4-^9^^^) y^7^>, 
(1 0) N- {2-^nn-4 - [(6, h^rf — 4-=^ / P ^) ^^xX] 

;7^^/W — N'— (5 -^^/V- 3 y^rf-7 U/W) 

(1 1) 4- [(4 2 ^vW ^ K— /V- 5 --f /W) ^-^v^] -6 
h^v--7- [3- (t'ny^V-l — f/V) r^naK^S/] ^tyyv, 
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(12) 6- [2— f;l/*;W^>f;l/) -? x.~fV7sjV7 /V] -3— E — 

[2- (try 5?^— 2 -^f/v) ^—/Kl 'fy^)/-^ 

(13) 5- ((Z) - (5-7/V^-n- 1, 2-^tKn-3H- 

/V-3 f JJfy) ^^vv) -N- ((2S) - 2 -fc Kia^V- 3 - 

5 ^/k#c y V— 4 — f/VT'ntVl/) -2, 4-v^^vV— lH-t'n- 7V— 3 — 

(14) 3- ((^yyy-4-^;Mf;v) r^y) -N- (4- ( f y 7;Vi- 

(15) 6- (2, 6-v?^nn7x^) -8-^f/V-2-7x-/V7^y 

10 -8H-try K[2, 3-d]t"'j>;i;y-7-ty, 

(16) 2-((l, Kn-6-^y-t°y^y-3 — <;V* S 7~A>)T 
5 7) -N- (3- (f!) 7;^n^f;V) 7^-/1/) - 3 - tT y ^-^/V- 

(17) 4- (4- (4-^nn-7x^7^;) -7P[2, 3-d]t?y^ 

(18) N- (3 — MJ * ^;V— 4 — 9 n n 7^~/V) -N'~ (4- (2 

(19) 4 -75 / - 5 -T^/V^n- 3 - (6- ( 4 - ^ ^A— ^ ^— 1 

20 — f^) -lH-^yXV^V^;v-2--f;P) - iH-^/yy-2-t 

(2 0) 4- (4- (l-T^/-l-^f;V-if/V) -7^^-/1/) -2 - (4 

- ( 2 — y 4 ^fvl-) -7x=;v75/) -t'Dv^y- 

5 -7J/V7^n h y ,k 
25 (2 1) [6- [4 - [(4 -rc^/Hf^i^- 1 — f *^~)V~\ 7 

-7H-t°na [2, 3-d] t°y^^^-4 — < ?V\ - ((E) - 1 -7x^ 

(2 2) 9 - (1 h^^) y^vV- 1 2 - (3 - fc Kn^^7n t°/V) 
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-6H,7H,13H-^Vfy [2, 1 -a] t°nn [3, 4-c] #/W^- 
/V— 5. — 

(2 3) N- (2, 4-5?7A'tP7x=^) -N'~ {4-[ (6, 7-^h3r 
(2 4) 5-[N-^^/V-N- (4 ^t^r^^x^/k) Tir^/V] 

(2 5) N- [4- (3-7^;-lH-^y^/-/V-4-^;V) 

— N'- (2 — 5 — ^^;V^=c=-;V) &UT^ 
(2 6) 6- [2- (1 -^^7V- 1H — f ^ i^y— 2 f /V) 

-fx/ [3, 2-b] try v 5 ^- 7 ->T Ao^v'] Cb] ^^-^^ 

(2 7) (R) -1- (4- (4-7;Vtn-2-^^-lH-f>'K^-5 
— f/V^'» -5-^f-;Vt°nn [1, 2-f] [1, 2, 4] h D 7-7V- 
6 — f/W-^v") 7"n^^— 2 — A- 

(2 8) (S) - ((R) -1- (4- 2.-*<?;V- 1H — f ^ F 

— )V- 5 — f/V^-^v^) -5-^f;Vtfoo Cl, 2-f] [1, 2, 4] fy 
— < As^r^ls) -7us<l/- 2 /V) 2-75/7n/V^h 

18 6. VEGF receptor kinase PJ.W^5C* s n 2C3 antibodys IMC-1121K 
IMC-18F1.IMC-1C11 *3<fctMMC-2C6 ^b&5P^b5SiR£fr5^ft < t % 
1 otD^f^fcS, fiN^Sl 5 3 ldflB*ft©^feo 

18 7. jfiL^Sf^ia^FWSt^x iVEGF^#t'fc5> If^IIl 4 8-1 5 2 <£>V> 

18 8. jfiLW*fifelffl.<F*W* s % FGF receptor kinase R§.$<&SC"T?&^ ft^^ 1 
4 8 — 1 5 2<7)V^^^— ^}-|B^©^-^ 0 

18 9. FGF receptor kinase PJ.*^)K^ S . 1- [ 2 - T 5: / — 6- (3, 5 — 
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S?^ h^ss/l') — fcfy K (2, 3-d) fc'U — OKI -3- 
tert-^^/W^ 1/T*5 <fct*l -tert-^^/V- 3 - [ 2 - ( 3 - f;VT 5 y ) 
^nt>7^/-6 - (3, fdf;/7x^;V) -f-P K (2, 3-d) 

If 18 8 ^|B«(D^& 0 
19 0. J&.Wff^|3i.§^K^ N ^ FGF SNt® 1 4 8 — 1 5 2 <£>V^ 

19 1. ^/^>-T ^ K"a ^ffc^* £ VEGF receptor kinase R&WWat £rB# 
— (XIV) 




(XIV) 



T t 2 



J^^^ 1 ^fc«2^-^t?5M-^^ 



xra-N (r 1 ) -^fcfem^^z. 
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— C(R 3 )— N 

ZfS-N (R 2 ) 

tulH VEGF receptor kinase PJ-^^ff 
10 (1 0) N— {2-^pp-4 - [(6, 7-^ b^^-4-=3r/ U /W) ^-^r^] 

(11) 4 — [(4 — - 2 — ^VWf ^ /V- 5 — f /V) ^-^riX] - 6 

[3- (fay^y-l — f/V-) ynjjfdrv'] ^rtyl ^ 

(12) 6- [2- (^ ^Vl^/W^^f/V) -7 ^=-)V^)V7 y =^ 71/] — 3-E- 
15 [2- (t°y 5?^- 2-^/V) m^^/V] 4 ISPS'— /K 

(13) 5- ((Z) - (5 -yfVUrxx — 2 -^"^y- 1 , 2-v ? tKn-3H- 

-f^K— /V— 3 fy^^) ^^/W) -N- ((2S) -2-tFn^-3- 

^-/Vtf; y 4 —4 JV-f xi \f;V) -2, 4 - v 5 ^ ^/V- 1 H- t°n— /V- 3 - 

20 (14) 3- ((^;yy-4-^^f;i') r^y) -n- (4- ( f y 

^-^"7 =c is — 2 — ^/Vtff^r^ ^ F\ 

(15) 6- (2, 6-^nn7x^;V) - 8 - ^ ^/V- 2 - !7 :n =• /VT ^ / 
-8H-t°yK[2, 3 - d]fc? y $ 7 — 

(16) 2- ((1, Fn-6-t^y-t°y^y-3— f;Mf/V) 7 
25 ^/) -N- (3- (by7;Vtnyf^) 7^~/V) - 3 - fc° V *JZs-%;V 

(17) 4- (4- (4-ynn-7i^;V75y) -7n[2, 3-d] tf P ^ 
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(1 8) N- (3 - hV y^Jrxi * f-fr— 4 — ^ u n7i-^) -N'- (4 - ( 2 
-^f;v^;w^^;H: 0 !J^y-4 — f/V) ^-^i^ ^cn/v) ?V7\ 
5 (19) 4-7^y-5-7;Vtn-3- (6- /V-lf^?^- 1 

- 1H — <^X-T ^ /V- 2 

(20) 4- (4- (l-T^-l-^f/V-xf/V) - 7 ^ ~/V) -2- (4 

- (2-^e/v-tfs!; 4 — i/v-^^fV) -7x^7^y) - 1? y ^ v> :x — 

10 5-*;^=b!J;K 

(2 1) [6- [4- [(4 -rn^/VfcV^ 1 — /V) ^VV] 

- 7H- fc"nn [2, 3 - d ] fc° P ^ v^- 4 ( tV\ - ((R) - 1 -7^=- 

(2 2) 9— (1 — ^ ^-7krc>^v-) ^ ^/V-- 1 2 - (3 — fc Kp^^7°d 
15 -6H,7H,1 3H-^yfV [2, 1 -a] t c nn [3, 4-c] #/W^y* — 
;V— 5— 

(2 3) N- (2, 4-i?7;vtB7i=;V) -N'- {4-[ (6, 7-v^h^ 

4 U /V) -t^'V]- 2 - 7;VtP 7x=/W 9^7 N 
(2 4) 5— [N— T^/l'-N- (4 ^•f^;l'^^i/7x= ;V) Tir^/kl 

20 T^y-2-^ ^Vl^^-O-^ >y ^ 7^ s> h\ 

(2 5) N- [4- (3-75/-1H — fy^/-^-4-^^) 7 
-N'— ( 2 — ^/V^-n - 5 — ^ ^/VT^cn /I/) !)W7, 
(2 6) 2-^^/1^-6- [2- ( 1 1 H-^ ^ /W— 2 —^fV) 

-*?-=cj [3, 2-b] k'y>7y-7-^/^7] -^yy [b] ^^-^^ 
25 Tl/y K ^ f^7 ^ b\ 

(2 7) (R) -1- (4- (4-77Vto-2-^f;V-lH — f7K^-'5 
— fA-^^» -5-^f;Vt°nn [1, 2— f ] C 1 , 2, 4] h V 7^^- 
6 — 1 ;v$-%-is) ~7 n — 2 - Or— )V 
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(2 8) (S) - ((R) -1- (4- (4 -~7;V$-u- 2 ^-)V- 1H — f^F 
— /V- 5 --f/W-^rv') [1, 2-f] [1, 2, 4] b]J 

7^y-6-^/Vt^r^) -fxi/^is— 2 — /V) 2 — T ^ 7 ^n^/ai— h 

19 2. ^/l-^^T ^ K-^^k^^i VEGF receptor kinase JSI^fCi 

— (xiv) 



AWZ, IftMf LTV^Tt)J:V\ ^#^^fc»— 

Xfii-N (R 1 ) -^fcte^tj^-^r. 

I 3 I 
— C(R 3 )- N 
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Ztt-N (R 2 ) -£rlc5£U N 

HufB VEGF receptor kinase PJL^^jW^n 

19 3. VEGF receptor kinase W&Qs9t1>** 4 - ( 3 - 9 o n — 4 - (S^ n 
r/n fcVVT 5: / 7J/V/£ — /V) 757 7a y ^rvO — 6 -^r/y 

19 4. ^/^yTUttft^W^ N- (3-77/-4-^f;V-lH- 

ais^^-fp^^s*^ ^yt^-ttbfe^^^fp^-efcs, jiN^i 9i~i 
y7? K^-^r-f^feo^-efco-c, 



[5£*K E«\ -O-. -N (CH 3 ) -CH 2 -^ -CH 2 CH 2 -^fc« 

-CH 2 0-t Dtt. -CH 2 -lfc»-0-^ R la ft, TkmW^&fcfe^ 




1a 



< 
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10 



15 



20 



25 



(id 




(H) 



t•cv^-c^)j;v^c 2 _ 5 7;^3^f^/^/^#^;^S N ^fnS, T^KS, -o (s 

0 2 ) CH 3n -N (CHg) 2 . TkSfeX. 7x^;H, ttlW5 7x^;V 



R6b ^fiS^f LTV^T'b £l^C ^eT/V^r/V^OO £ # % R5b Ji^MC^T? 
fcij, R7b U/Nqy Vl^^^fe^) R 7 M3. ^n^VI^ffciittl^ 
^U"CV^% ^V^Cj-eT/V^/VS ('fl-b. R5b^f c «R7b<^V^tV^— j&T}&S N 
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it (III) 




(III) 



5£ (IV) 




(IV) 



^9 o 

19 6. ^/I^tJn^T^ F^^fr^^ 
10 N- [[(4-^P7x^;V) T5:/] #/V/J?~/V] -2, 

N- [[(3, 4-^^nP7x^;V) 7^/] ^/V^—zV] -2, 

N— (2, 4-^00^)/^^) — 4 — # n xi 7i-/W/V*>'7 5 P\ 
15 N— (2,4 — n n^yyV;V) - 5 - /n^f t7x^- 2 - ^;^y7 

5 K 

2-7;^7r^;V7^ K— 5 — ^ n n ap- y ^IMJ 
19 7. ^;V*y7? KtfM^\ N- [[(3, 4-v ? ^nn7^=/l-) T 

5;/] %;vi$~;v~\ -2, Kn^y/77 > /-5-^My7 5 Kfc^ 

«fct*N— (2,4-^Pn^y^/V) - 5 -^n^f^x ^- 2 — 
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15 



20 



198. ^;V*^7 5 K^ffl2^#x N- -5 



199. ifc.1? mtkum 




(IX) 



2 0 0. jfiLWif^P-EW^Jf^ VEGF receptor kinase PJ.* 
1 9 5~1 9 9 (DV^-ftb^— iK^fBftcD-feffio 



2 0 1. VEGF receptor kinase RfL 

R 4d 



P5 



^ — fl£5£ (xxiv) 



5d (XXIV) 

[st (xxiv) 4\ A d «. 5£ 



o 




^ 1 V 313 (I ^ 1 *f-f± 



R 



N N 

,12 




.13 



R" R 

(5£^. R ld '^, ^-v^v^v 3 (5£<^ vMse&SSr^C-cv^fcj; 



S;-so 2 NR 6d -i?g$^5S. ^;-NR 6d so 2 -i?t$ti5S, 5£-n 



L-CV^t 1 bJ:v^c 3 _ 8 ^/^^T;^ :3 r;^llrMtSo) ; v 3 {3\ i^MW^-, 
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-cv^^iv^c 3_ 8 ^^ inr/i^/vX. g^^^r^f t"C v^x% J; c 6 _ j. o 7* y 

— /H, ItS^f LTV^Tt <fcV>5~l OS^fPT U — A-X^7U3g$lX 

R 2d 'fi s ^T/m, ttl^f LTV^tfe «J^C 1 _ e 7Vl'=*3rS'^ #/t/ 
^driX/l/^ ttllrf LTV^Tt) £V^C 2 _ 7 T/V^ ^^^/l^—/!^"!; fcte 
^-CONV aU V al2 ^§ti5l (^^K V all te. 7K^J^^. g^S^ 

g^K^b-cv^-ct J:v>c 2 _ 6 T/v^r— g^S£r^bTv^ 

g^S£r^UTV^& £V^5~ 1 Ol^fnT y — /VS^fcteg^Xt:^ UT 

v^feJ^3~ i oi^fi^ ^^ii^K^^^-t-^ ; v al2 «,7kStM^ 
g^S^UTVMr^ J^c j^T/^/H, g^K^r^r bTVM:^ £v^c 2 _ 

R 11 ^. zKSfJ!^ ItS^f ttv^Tt) J^c^eT/v^/i^ till: 

dr^A-^ SgySSr^UTV^tj iV^C 3 _ 8 ^^ nT/V^/l/*s g^S£r^L 
TV^%£V>C 6 _ 10 T y — /VS.g^S^^UTV^T^ 5 ~ 1 Ol^f'D 

T y — /vS, g^S^r^TUTV^Tt> £v^3~i oM^fl^rni^itfc 
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i~5 ; 



,7d 



R x R 



3d' 



R 



7d 



R 8 Vl 



8d vw: 




w 1 




W 1 N 
R 



X 



3d' 





R 3d ' 



3 ^ U ~t T t> X V n C 2 _ 6 Ttvtr IB U T V ^ % <t V ^ C 2 

^\^x^x%X\^c 2 ^ 7 T^7vm^t^W^^ : ^ 1 ^x^x-hX\^c 2 _ 7 T 
R 7d *5J;t^R 8d «s ^fri^fc^kiL L>X7kmW.^?-^ ^n^^JK^ ^T/L 
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tb"Cv^t% £v>c 3 _ 8 ^ nT/v^ivm, tftl^f t•rv^t%J:v^c 1 _ 6 
7;v n ^ 1 1 s^;- c o n v d 1 v d 2 (5fc4». v dl *5 £.xfv d2 



R 5d te. *SiJjlC^ ttllrf ttv^t% J^C^eT/V^rA^ 



TV^% £v^c 6 _ 10 Ty — ff^X^^bTlMTt £V^5~1 0M^^t3 



2 0 2. VEGF receptor kinase PI — (XXV) 



R 3e R 4e 




y 1 ' n y" n ^ r 

° O 



5e 



(XXV) 



[5* (XXV) R le «. ^-v le -V 2e -V 3e (5£*r\ V le te. 
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20 



25 



te, 7^mm^, B^X^ ltv^% j^c^t/v^a^ Bi&K3r^UT 



V^t> J^C 2 _ 6 T jvtr~;v 



%£v^c 6 _ 10 r y — /vS.B^K^u-cv^t t 5 ~ 1 OI-ntpT!) — 
teB$t:X £r^U-CV^tJ^3~l 0 ^ n gt5« =£rlc9*: 



R 2e «. ^7/1, fUS^f tTV^1:t) J:V^C 1 _ 6 7;Va^rv' 
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,7e 



,8e 





w 




* ft fit 




j^^r^rbTV^T^ JcV^C 3 _ 8 ^ X3.T jv-^jvm, flSlrf LTV^tt 

e^X^r^ tt v^T & <fc c 2 _ 7 T/v =i v^/i/tf?— c o n v 

el V e2 (5£^ V el *5 £t>*V e2 «. -^^^fb^^UTTKi^M^^fc^fl 



w 1 e *3 j;t^w 2e {i, ^rtL^etLSi^b-cff^K^^rbTv^-r^ J;v^^^^-^ 



^"LTV^T% J:V^C 2 _ 6 T/Vdr=-/V^, g^S£r^ It V^T h X C 3 _ 8 

=3f-~/l^ N ftS^f LTV^T% £V^C 3 _ 8 v-^ n 7;v=3r;H, g|«£r^L 
TV^& J^C 6 _ 10 T y — /l^ N g$l:X£r^U-CV^% 5 ~ 1 Ol^fn 
T y — ^S^/C^g^S^ UTV^t> 3 ~ 1 0 

2 0 3. R le ^Cj_ 6 7;^/H (fcfcU R le ! _ 6 T/V^/^Sr^ UTV> 
Tfe 3 ~ 1 Ol^ffl-.rnl^I, Tk^S, C 1 _ 6 7^3^i/g N 7- 
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2 0 4. R le ^M^-/l/&^^f^ ■ 



R 




R 



a2 




R' 



2 0 5. R le ^^^/V^^fc«2 b^v^^vl^-?£>5. si 2 0 2 til |B 
2 0 6. R 2e ^v/7/ltfcft^-CONV ell V el2 -ei§^5S C^^u V e 



2-6 



mir% ; V el2 J3\ TRUMAN e^lX^UTV^t iV^C^eT/^H, 



rn7!J-/H, S^*^^ru-cv>T% £v^3~i ol^fl^fplS; 



2 0 7. R 2e ^i/7/l^fc(iS;-CONHV el6 T^$^5S (5£<K V e 1 6 

205 



WO 2006/030941 



PCT/JP2005/017228 



l*fcttC 3 . 8 ^^n7;^^^S«t5o fcfcU. V el6 J3\ ap^j/ 

2 0 8. R 2e M-CONHV el7 tt^5l (aW, V el7 «. 7fc^IgC^ N 

2 0 9. R 2e M-CONHV el8 ti^|l5l (sWn V el8 « N TkfPfJK^N 
2 10. Y 1 tfS5£ 



If^^g2 0 2 ^fE^O'feffl 0 
2 11. R 3e &£X?R 4e &7kmj%^--V&%, HM^S2 0 2fc|B*fe©ffiffio 
212. R^dSyfcSfJSH 1 . C^gT/V^ C 8 _,^n7^itfc»C, 

2 13. R^^^A-fi. ^^/^S^fcte^ nzfn t 0 ^S-T?fc5> If^3g2 0 
2 14. VEGF receptor kinase M^JC^ — fifc^ (V) 
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2 15. VEGF receptor kinase 

N- (4 - (6 - l/T /- 7 - (2 -7 h^v^ b^rv') - 4 — 3r 7 V As) $T 
5 dr^-2-7;Vtn7xr:;V) — N' - (4-7;V^P7x^) !7 

N— (2 -7 n a — 4 - ((6-^77-7 - ((1 ~7 ^;V— 4 - P vvv) 
7 h^vO — t^rV) ^^^/W) — N' -^^n7nt>7 

N— (4- ((6-V7V— 7- (((2R) —3- (^sf/I/T^ ^) — 2 - t 

(4 -7;^n7xn;l/) !>V7, 
N— (4- ((6-V7V — 7- (((2R) — 2-fc Ko^r'7-3- (1-fcfn 
y^y) 7nt°;v) ^^vO —4-^/1?^) ^^^) 7 ^=-;v) — N' — 

15 4- (3—7 ac — 4- (i^7 ci^n t°/VT 5 7#/V#= ;V) 7577x7^ 

— 7-7 h^v^— 6 -^r7 U V7J/V^^f-^ 
4- (3—^ an — 4- (^77 c 7n t°^7 5 7 ^^^^^) T^^^^r 

vO —7- (2-7 h^rV^ h=3r-» — 6-df7 U ^ K 

N 6 - -77 P7°n tf/l^ — 4 — (3-7nn-4- (((^P7*nlf^'7$7) 
20 j37Vi$~A>) 7^7) 17 « 7^$') — 7 — 7 V ^is— 6 — 3r7 JJ ^7J/V^=¥ 

N6- (2—7 h^i/rn^/v) —4— (3-^nn-4- (((7^P7ot'^ 
T%/) 3J/Vi$~;V) T^7) 7x7 — 7-7 b^i/— 6 -3r7 P ^ 

25 N6— ( 2 — ^/l^n 32^/1/) —4— ( 3 — 7 ^ u — 4 — (((7^n7nbW 
T^7) 7J/V^n/V) T5 7) 7j/^7) — 7 - 7 h V— 6 - ^ 7 JJ V 

N6-^ h^7-4- (3-7nn — 4— (((7^n7nt>7? /) 
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N6-^f/V- 4- — 4- (((^^ C7"n t°;P7^ /) 

/V) 7^7) :7^y3-» — 7 -7 h dri/— 6 — *c/ V l*#A'&>*"9'% K N 
N6-3i^yl/— 4- (3-^dt3 — 4- (((v^^ n/n t>75 / ) 
5 ' /V) T^y) ^rcy^i/) — 7 -7 h^c^— 6 7 p ^/Vtfdfl^ K\ 
4- (3 -yjV^-n — 4 - (i/^n^tr t°/VT5: y^/v^^/v) t%J"7^j 

^rv-) —7 - (2-7 h=¥->^ h^r-» —6 -^7 P i/#/V/J?df -tj- 5 h\ 
4- 4- (S^ n7n tVl^T^ 7#/t^— 7V) 7^/7x7^ 

is) —7 - ( 2 - t Ka^S/rc h^iX) — i^fr/V^^ri^ h\ 
10 4- a — 4 - (is? n^fu \£fVT% 7 % flsi&^tV) T % / 7 ^ S *r 

*y) —7- ((2S) -2, Kn^r^ntf/V) ^d-^y— 6 -=¥7 

4- (3-^nt3 — 4- (^W^7*/^=;V) 7U7i7^7) -7 
-7 h=¥^- 6 -^y y V^^^df-lfS h\ 
15 4- (3-^qp-4- (xf^7^7*/^-^) 75/7x7^^7) —7 
-7 h^i^- 6 -^7 y ^/V-^df.-f- 5; p\ 
N 6 — 7 V^ris— 4 — (3-7dp-4- (((xf/V7 5 7) j?;vi$~;V) T 

$y) ^^ydriy) -7-7 b^v-6-^7 py^/^>f 5 F\ 

4- (3-yt3n — 4— (iXi^ ny°n \f;VT ^ 7 #/V/J^ ;V) T % S 7 ^- J *r 

20 9 s) — 7 - (2 hdfixm bdf^x) — 6 -df y y ^^/v^dfih^ k, 

4- (4- ((V^7p^7U) T5:y^^ydr^) -7 — 

(2 -y h^v^ h^f^) — 6 -^y y ^io ?VH^^-^r% f>\ 
N — ( 2 —-7?V^ru — 4 — (( 6 — #/W^-f 7V— 7— y bdriX— 4 — ^r/U/V) 
^-drv) — N' -^77 0^0^7^7, 

25 N6- (2-t Ko^r^f^) -4- (3-7pb- 4- (((->;7 n :/u t? 

;l/7^7) #A-7}?~/l7) T^7) 37^7 df-» -7-7 h^y-6-^7 D 

4- (3-70 0-4- (l-7nt°;P75 7*^*^) 7^77x7^y) 
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-7-7 h*ri/- 6 -=3r7 V ^TJ/Vtf^lJ- 5 K % 
4— (3-^pp-4- (c i s-2-7;Vtn-^^P^nlf^75/*;W 

7^/7iy^^) -7-7 y >-tj/i^^5 K N 

N6-^f;V-4- (3-^nn-4- ((( u Zfn \f;VT 5 7 ) ^7/V#= 
5 /^) 757) 7s;*V) -7- (2-^ h^i/xb^v-) -e-^r/y^ 

# fVi^Zc-yr 5 Kn 

N6-^f/V-4- (3— ^nn — 4— 7J/V^xW) 75 

4- (3-7nn — 4- (^^n7ntW7U^;vto) 75/7x/^ 
10 — 7- (2- (4-^;V7t!)/) rch^vO — 6 - 3r 7 U ^7JA-tf?^ 

^5 K, 

4— (3-^nn-4- ( 2 — 7/V;T n cx^/V7 5 7 7J/V*i?xvl/) 7;/7x 

7 3^7-) — 7-7 hdp-v— 6 y :x#/v^3rf-5 

N6 - (( 2 R) xb^t Kn-2 - ^7—^7 ^vl/) — 4 — ( 3 -7 n n - 4 
15 - (((^ #/V3j?~/l7) 75/) 7xyd^» 

4— {2>—-7 jV^rn — 4— (xf;V7 5 7#/I^— /V) 75/7x/^-7) - 

7-7 h^^- 6 -=¥7 y >-#/Vtf^1h5 Kn 
4— (3-7nn-4- (((5X7 n^n \?>VT 5 7 ) 77/V^^/V-) T 5 7 ) 7 
20 s^i/) —7- (( 2 R) -2 — t K 3 - 7° 

n/J?^5X) — 6-^7 y >-7J/V^^f-5: P\ 
N6-7^/V— 4- (3-7nn — 4- (((7^/^7 5 7) ^/l^tffn/V) 75 
7) 7x7^7) -7- ((2 R) — 3 -^xf;V7 5 7- 2 — fc Kn^ 
y>vis$3ri/) — 6 -=3r7 y V#/M?3F"9" 5 K> 
25 N6-/f/P-4- (3—7 n n — 4— (((xf;V7 5 7) 75 
7) 7^7=^-7)— 7- ((2 R) — 3 -i?xf/i/7 5 7 - 2 — t 

N6-7f^-4- (3-^nn — 4- (((7f^757) 7J/V^— /IT) 75 
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7) 7x/^ri/) — 7 - • (( 2 R) -2 — fc Ko^^~ 3 - ( 1 — ]) *J 

N6-^f^-4- (3 — ^pr a — 4- ( ( (cn^W7 5 7 ) 7 5 

7) 7^7^» —7- ((2R) - 2 — t Kn^->— 3- (l-t°n y v? 
5 7) ^a/K^rv') — 6 U V^/l/7}sde^5: K. 

N6-^f;V-4- (3-^po-4- (((^f/V75/) #/]/#^ /V) 75 
7) y^/^xy) —7- ( ( 1 - 7 ^/V— 4 - fcf*< y ^/V) 7 b^iX) —6 

-=^7 y 71^3^5 k. 

N6-^f;W 4- 4- (((if;V7 5/ ) 75 

10 7) 7^7^-^) —7- (( 1 -7 ^VV— 4 - tf^y i^/V) 7 h^rv^) —6 

N- (4- (6-^77-7- (2-7 h^^^ fdf--^) 

N- (4- ( 6 -v'T/ - 7 - (3- (4-^/1-/3^7) T'ln^^-jy) -4- 
15 ^/ ir^r-yy =c=./V) — N' - (3- (7 ^/I^/V/fr^/l/) 

!7 ]^7\ 

4- (4- ((^P7atW7U) 75/7x7^^) -7 — 

7 b 6 -=*r7 y y%/U7$^-y-* h\ 

4- ( 3 — 4 - ((2-7/VtoiW5/) /!/) 757 

20 7x7 =3e5X) —7 -7 h^5X— 6 -^7 V V^/^#^i^5 K. 

N6— (2-xfdri/xf;i/) —4- (3— 7nn — 4- (((7f^75 7) 

7 5 7) 7x7^^) -7-7 h^y-6-^7 U 7^?;^> 

-^5 h\ 

4- (4- (3-xf^7K K) -3-7;^n-7x7^r7) — 7-7 f 
25 ^i/^7 y 6 - # /i^ y y ? 7'>y K (2-^77^f^) T 

5 F 

N— (4— (6— (2-i/7 7^f/0 ^;W^-f/V- 7-7 h^i/-4-^ 
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2 16. VEGF receptor kinase PJlilF#>iC#^ 
5 4- (3— (^n/ntWT^/ 7^/71/^ 

4- — 4- (iW^/*/^-;V) 7^/7x/^) -7 

N6-^*V-4- — 4— ( ( a tf/VT 5 / ) ^/Vtf? 

4- (3— (^f T 5; / 7 m / 3r v0 -7 

6 -3r/ y ^A^^rf" 5 K 

N6-^ (3— ^na — 4— (((xf;V7? / ) Jj;V7$=.;V) T 

15 5;/) ^^ydriy) - 7 - ^ f^^7- 6 - ^r7 !) y*/^>f ^ K 

2 17. VEGF receptor kinase m^^oW^, 4- (3-^nn-4- (i/fvzf 

%7?fc3. If^2 0 0 ^|B«(D^ 0 
2 18. VEGF receptor kinase PiLilF^SC^ 4- (3-^nn-4- 
n t°/VT 5: y 75 7 ^r-» — 7 — ^ f 6 - ^7!) V# 

25 2 1 9. VEGF receptor kinase M^ff/^, — itS^ (XXVI) 
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(XXVI) 



o12f 



[5£ (XXVI) »K R llf «, TfC^DK^ t^S^f LT^T% J^Ci-eTVV 

5 — 1 oi^rn7y-;H, ^^S^ U-C^Tt> 3 — 1 OM#^#$l 
R 4f te. zK*J)iH\ ttl«rf tTv^t iv^c^eT/^/vS, e^Sr 

^^/Vl, g|&£^^UTV^t> £V^C 3 _ 8 v-^ nT/V^r/V^ ^^S^^U 

TV^T^ J^c 2 _ 7 TW^;£fcteM^S£:^L-CVv-r % j;v^C 2 _ 7 7;wndf. 

tttv>Tt) £v^c 2 _ 6 tvi^~/i^ ff^X&^UTV^-t & J;v^c 2 _ 6 T/v- 
-wr& £v^c 6 _ 10 T y — /H.t^l^tbTV^Tt) J:v^ 5 — 1 oft^fn 

212 



WO 2006/030941 



PCT/JP2005/017228 



10 



15 



2 2 0. R llf ^gflS^U-CV^^ J^3~ 1 0l#«^7P|itlt 



7c f 3 



i 9 ^lafctfMMo 

2 2 1. R 1 1 f ^&,~f(D 



a 



N 




N 



N 




N 



O 





N 



O: 




N 



o 




N 



HN 



[ 



] 




N Me^N 
Me^ 



Me. Me 



HO 





2 2 2. R llf ^:£ 
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Me^J 
HO 



HO 



N 



X 




N 



N 




X 



N 



X 



2 2 3. R 12f #*»T^5, ft^^2 1 9 ScfBifetf^Jlo 



2 2 4 . V 



f 1 3 « 



^--e£>3, if 2 1 9iz.mmco^m 



2 2 5. A 11 f ^^^^-e^§^ lf^iS2 1 9 !Bite<^ Jlo 

226. R 4f ^ 7 K^]g^--efc§ N if ^2 1 9\zmM<Dmm 0 

2 2 7. R 5 f ^c 3 _ 8 v^ nT/l'^/HT^S, If^^S 

2 19 fcfSiSc^Mo 

2 2 8. R 5f #^^vV^T?&>3. If 2 1 9 &CfB*©££Jl 0 

2 2 9. R 9f &7kmf%^-X»hZ>, ff*lS2 1 9 ^|E«(D^ffi 0 

2 3 0. VEGF receptor kinase M^®^. — (VI) 




N 



X 



N 




N 





N 



o. 




N 



o 




HN 



N 



X 



HR 3d (5$*K R3d«^^-/« N ^^/l-S^fc^^^n^n tV^S^S^-r^o) 
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2 3 1. VEGF receptor kinase RE^^If 

5- (2- (((4-t Kn^^-4-^f-^t°^P;;y-l-^;k) 

io ^) 75;) t°y — o^^^) — ih — f >- K— /v— l 

N 1 -^^/W- 5 - ( 2 - ((4-t ^v-fc^y T 5 / 

— 4 - fc° y vvv) ;*-3rV- 1 H- 1 — r ^ /V-^/V^^^ 5 h\ 

Ni-^f/v-5- (2- (((4- (t'ny^y-i-^/i/) t^y^^-i 

15 — i >V) Jj;Vt$=-;V) T%S) fc° U v^- 4 --f A^^r^) - 1 H- 1 — i 

Nl-^f/V-5- (2- (((4- (tr^U v>V- 1 tvpi/y-i 
--f/V) ^A-t^/I/) 75/) t° y 4 —^/V^r^r*/) - 1 H- 1 -4 

20 *5 J; U« 

N4- (4- (1- (;W5/) *;V*^;l/-lH-5-^^K!);V) 

2 - tr y - 4 -^/v/Jn y >-%su7$^-f- 5 k 
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2 3 2. VEGF receptor kinase RB^MfoSfja^ 

(I) N- (4 2 -7;V3rn 7 ^~;V) - 6 - y b^rv'- 7 - [2- 
(1H-1, 2, 3->y7^-l-^/V) xbdfi/] 

5 (2) N- (4 -/n*- 2 :7^~/k) -6— y h^^X— 7- [(1 — 

(3) 3- [(2, 4 - v 5 ^ /V- 5 y^f^] -2-^^KU 
/ y, 

(4) (Z) -3- (2, 4-v ? 7«^-5- (2-^-^y-l, 

10 yK- /V— 3 — f UfV^f^) -lH-fc°n— /V— 3 — f/W) -y°nfc°y-~ 

(5) 5- (5-7/V^-n-2-^y-l, 2-^tKn^yKwV-3 — f 
V *fi/ff-)V) —2, 4 -S?y =f-;v— 1 H- tTu— /V— 3 y ^ 
Ti/-y K ( 2 - S^c^vKT ^ 7 ^^vV-) T ^ h\ 

15 (6) N, N-^^^/V-^y is is 3 - {5, 6, 7, 13-f h7tKP-9- 

[(i -yt=f-)v^ b^-y) ^fvv] - 5 -t^y- 1 2 H — T yyV (2, 1 - 

.a) t'PD (3, 4— c) ^ N /^-12-^/H -fxi tVH^f/K 

(7) 3- (4-7^^-2, 6-^7^0-^^^/^^) -5- [3 — 

(4-fn!J^-l-^;i'-7f;v) — fyf7^;v-4- 

20 */l/*^!Jy^ 7->yK 

(8) N- {2-^nn-4 - [(6, h *c 9 s— 4 - 3r1~>* V =-7V) Jr* 
v-] ^m^/V} -N'-7n fc°A"7 1/7, 

(9) 1- (4-^ao7-!)7) -4- ( 4 — fc 9 j) vWp* ^/V) y ^ 7 
(1 0) N- {2-i^nn-4 - [(6, 7 — h ^v"- 4 / y /V) 

25 7x-;V} — N'— (5-^^/1^-3-^r y^i^yy/V) 7^7, 

(II) 4— [( 4 - 7;>t p - 2 - ^ f /W y F-;v- 5 ;v) ^^-y] - 6 

-y h^y- 7 - [3- (t'nyv'y-i-^^) 7n*>v] ^t/py 
(12) 6— [2- (yf;v^;w^^f;v) ^m^-A^/v:? 7 — /w] -3-E — 
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[2- (try 2 --f/v) xf^;H -f^^^/K 

(13) 5- ((Z) - (5 -~7>VJrxi- 2 -t^y- 1 , Kn-3H- 
^yK-;W-3-^yry) 7^/V) -N- ((2S) -2-tKP^-3- 
^yy-4-^/vyPt» -2, 4— v^^/V — 1H— fcfn — /V- 3 - 

(14) 3- ((ify yy-4--f;^f;i/) T^/) -N- (4- ( hV -7A>$r 

(15) 6- (2, Q xixiy a^=-;V) - 8 - 7 ^/V- 2 - 7 x^/VT 5 7 
-8H-tfy K[2, 3 - d]bf y 5^^- 

10 (16) 2- ((1, 6-S?fc v^-3 — fA't'^A') T 

> ;) -N- (3— (b!)7;vtn^f/v) ^rc^yv) - 3 — fcf V v 5 ^- 

(17) 4- (4- (4-^no-7x^75/) -7p[2, 3-d]fcTy^ 

7 — ^C/v^r^-^^ =9-?v) - tr y v'v— 2 — ^/v^^y y s> y T*yy K 

15 ^ f /V7 5 F\ 

(18) N- (3 - h y y ^/V— a :7^~aO — N'- (4 - (2 

(19) 4-7^;-5-7/ktn-3- (6- ( 4 - ^ ^VW— tf^9 S^V — 1 
— f/VO - 1H— <^XV ^ i^y— /V- 2 — f/l<0 - 

20 

(20) 4- (4- (1-75 7-1-^f/V-^) -7x -2-. (4 
- (2-^&/V^y^-4 — f/V-^^/V) -7x=;V7^/) -tl v7V- 
5 -JJAs-tfi— h y /V. 

(2 1) [6- [4- [(4 -^A-yf^V^/- 1 — tWO y^/V] 7x=;H 
25 -7H-tTan [2, 3-d] fc 8 V ^ 4 --^ /V] - ( (R) -1-7^— 

(2 2) 9 - (1 -7 ^/Vrc h^^) y ^vk- 1 2 - (3 - t Kp^7*p t°/V) 
-6H, 7H, 1 3H — T VtV [2, 1 -a] t°nn [3, 4-c] jj;Vs<i/ — 
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(2 3) N- (2, 4-v?7/Vtn7x^) -N'- {4-[ (6, .7 -vM h *r 
(2 4) 5-[N-7«^/V-N- (4-t^^fv';Vt^^7x-;V) Tir^/V] 

(2 5) N- [4- (3-7^y-lH-f7^/wV-4-^;V) :7^~/V] 

— N'— (2-7/Vtn-5-^Wx^) !7W7\ 
(2 6) 2-^^-/^-6- [2- (1 —ff-fV— lH-^T ^ jfS*-JY— 2 -^T/V) 

-fiy [3, 2 — b] Ify^V— 7 — -^7^ [b] ft7x 
10 y-S-j&A'^Py^ 77y K ^W?F\ "| 

(2 7) (R) -1- (4- ( 4 - n - 2 - ^ f 1 H-'f 7 5 

— f /VoT^ri/) - 5-^f;Vk°PP [1, 2 - f ] [ 1 , 2, 4] >!J7'77- 

6 — f/i^^S/) 7n^7-2-t-;v 

15 (2 8) (S) - ((R) -1- (4- (4-7/Vtn-2-^^-lH-^7K 
— /k- 5 — f/V^^v-) -5-^f;Vfnn [1, 2-f] [1, 2, 4] hP 
7^7-6-^/^7) — 2 /V) 2 — T 5. 7 7n^/^ — h 

20 2 3 3. VEGF receptor kinase BM*F4&Ki&^ 2C3 antibody, IMC-1121K 
IMC-18FKIMC-1C11 *5 J; IMC-2C6 a»k&5a£a>k»#l$*l/5^fc< i: t> 
lo©$i#:T*fe5s Bf^^S 2 0 0 teiBift<EH£fflo 
2 3 4. iL^if^PJ-Wt)®^. fet VEGF#L#T?fc6. tt&lg. 195 — 199 <£>V^ 

25 2 3 5. jfe^ff^PJ.^^®^. FGF receptor kinase V&M<$)W~ZfoZ>, W 1 
9 5 ~ 1 9 9 (D^Tthfr— ^{^iB^cD-fefflo 
2 3 6. FGF receptor kinase Pfi*^ JC/^ 1— [2— — (3, 5 — 

v 5 ^ f^7s^) -try k (2, 3-d) bry ^ v 5 ^- 7--r^] -3- 
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tf/VT ^ / - 6 - (3, h^^7i^;l/) - fc° V K ( 2 , 3-d) 

5 fit^^S 2 3 5 fclB#©teJBo 

2 3 7. jfiLtf*f£MF*&St*^ fit FGF £L#T?fc^ If^^l 9 5-1 9 9 tf^ 

2 3 8. VEGF receptor kinase PE^^Kila^^^-frT^SIS^ia^^^M^ 

— jK^; (xiv) 




(XIV) 



Wte, $M£^*fcfii-CH==CH-5: % 
20 Xtt-N (R 1 ) -Jcfcte^HfJ!^^ 

I 3 I 

— C(R 3 )— &fzl* N 

£^ 
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Zfci-N (R2) -SrlcgfeU 

BUf2 VEGF receptor kinase RH^feSC^ 
(1 0) N- {2-^un-4 - [(6, y /K> r^^y] 

^m^/W — N'— (5-^f;i/-3-^y^rfyl;v) !7 wr, 

10 (1 1) 4— [(4 - 7/Vtn - 2-^ f /W 5 -'f /V) xJ-^y] —6 

-*h*is-7- [3- y S?y- 1 -y ;v) ^n/Jf^^] ^rt^U^ 

(12) 6— [2— (.?* ^vKfr/W-^y 7i^/V7r^ ?V\ — 3 — E — 

[2- (t°y^y-2-^f;v) oz^^/i^] sftsjryr—A', 

(13) 5- ((Z) - (5 2 -^^y- 1 , 2-i?tKP-3H- 
15 'fyK- /V- 3 — fP^y) t^/V) -N- ((2S) -2-t 

^r/Ufty I/— 4 — f/K/n t°/V) -2, 4 — 'f-fV— 1 H— t'n — /V— 3 — 

(14) 3- ((^yj)y-4->f^f;v) r^y) -N- (4- ( f y 7;vt 

20 (15) 6- (2, 6-^7PP7x=;l/) - 8 - ^f ;V- 2 - 7x=;V7 5 7 
-8H-t°!) K[2, 3-d]fc°y $i?y-7-^ ' 

(16) 2-((i, 6 - i?t kp- 6 -^-^y-t°y s?y— 3 — JjV* T 

% /) -N- (3- (by 7^tn7f;V) 7x^) - 3 - fc° P v^-^/V 

25 (17) 4- (4- (4-^pp-7x^T^;) -7P[2, 3 - d ] fcf P ^ 
v?y- 7 — ^f/V^-^rV^ ^/^) - trP i^y- 2 —%/l>7$3c*yV -y ? TVyK 

7 f-/V7 5 h\ 

(18) N— (3- h y 7/Vto 7 f 4 - 7 p n 7 — N'— (4- (2 
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- * /v/^e4 4 -4 tv) Jr^^y ^7, 

(19) 4 -75 J - 5 3 - (6- ( 4 - 5? 7- 1 

(2 0) 4- (4- (1-757-1-^/1'-^) -7^^/V) -2 - (4 

- ( 2 — #c V I/- 4 — -71^757) -t°!) v^y- 

(2 1) [6- [4- [(4 — S^V- 1 — >f/V) 7 ^/V] 7x=/P] 

- 7H- t°nn [2, 3-d] t°y 5 4 -^f/V] - ((R) - 1 -~7 
/V^^/V) 75^ 

(2 2) 9 - (1 - ^ f/vx h*ci/) t^JV- 1 2 - (3 - fc Kp^'/'T'p t°/V) 

- 6H, 7H, 1 3H--f yf; [2, 1 -a] fpn [3, 4-c] #/W-*y*— 
;V — 5 

(2 3) N- (2, 4-i?7/^P7x=/V) -N'- {4-[ (6, 7-v ? 7h= 3 r 

(2 4) 5— [N-^^/V-N- ( 4 - 1 ^ f ^/l' t ^ v' 7 x ^/W) 7*fe^/V| 
75 7-2-^^^7^^^ 77y F\ 

(2 5) N- [4- (3-75/-lH-^f7^7-/V-4— f/V) 7i^/V] 

- N'— (2 —77 a— 5 -7 ^VV 77 ;V) i7 1/7. 

(2 6) 2 - 6 - [2- ( 1 - 7 f /V- 1 H— f 5 y7-/V- 2 — f /^ 

-^rc y [3, 2-b] tl v?7 - 7 -^/^^V] -^7^ [b] ^^"7^ 
y-3-^/V*>7!Jy^ 7^s> K 7 f/V7 5 h\ 

(2 7) (R) -1- (4- ( 4 - 7/Vt n - 2 - 7 f /V- 1 H-f ^ 5 
---T/V^v') -5-7^/Vt:°^n [1, 2-f] [1, 2, 4] M)7^77- 
6— -f/^^ri/) 7"n^ V- 2 — ;V 

(2 8) (S) - ((R) -1- (4- (4-7/l/to-2-^f/l'-lH-7 7K 
— ;V- 5 -^As^^i/) -5-7^t°nP [1, 2-f] [1, 2, 4] 
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2 3 9. VEGF receptor kinase m^^)W tm^-^^X &5 |£»M^JO®3t 

tu IB ^ /w* ^ T 5 K-a ^it-Btm ft > 
— AM (XIV) 




(XIV) 



XJi-N (R 1 ) -^fcte^igj^^ 

I 3 I 

— C(R 3 )- N 

20 Zte-N (R2) -£rtc9£U 

lr ^ fc n Ifi ^ T / V / V & &r . 
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BUfB VEGF receptor kinase PJ.W#/Sf 

4- (3-^aa_4- xi 7 xi \*JVT% J }Vi$=^?v) T^77i; 

2 4 0. VEGF receptor kinase |fi#4fofltfl^ 4 - ( 3 - ^ ta n — 4 - n 
/nfcVkT^y*;^^) 7^77i;^) — 7 - 7 h ^r-y— 6 - ^ 7 V 

2 4 1. ^/l^fTS F^'fb'Si^, N- ( 3 - v"T / - 4 - 7 ^/V- 1 H- 

mS#^J^fF^^tb§^, Sfctt^broSfi^tfcSN |f*ll2 3 8~2 

2 4 2. iMffiElWtlt^S, ff^IIl 9 5, 1 9 9, 2 

3 8*3 J; U*2 3 9 (D^-Ttlfr— ^^iB^^'fefflo 
2 4 3. Elg'jRBJfc^tf^ ifcL^ff^|Ji.*ffl|M^m^%-efe?). »3fc^l 95, 19 

9, 2 3 8 *3itF2 3 9 (DV^-ftb^— 3S^f3ftCD^ffl 0 



EFi. -O-, -N (CHs) -CH 2 -, - C H 2 C H 2 - fete 

-CH 2 0-^ D{3, - CH 2 -^fcf*-0-^s Ria « N ^K^JS-^^fett^ 



R 



1a 
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10 



15 



20 



25 



(ID 



o o J 

R 4b ^ 
R 2b 



,7b 




,6b 



,5b 



(II) 



LTV^T^iV^C^sT^^^^^/^^l, ^FpS, T^Kl^ -O (S 
0 2 ) CH 3 , -N (CH 8 ) 2. Tk^Xs 7x.=-;vm, WW^^^-i-^? 



^^fc^fiifeSSr^rbTV^Tt £i^C i.jTWS (fS.U R 3b ' 3o J; t) 5 R 4b 

Jl^ N ^l=ry^ig^*^i«fl|JfeS=Sr^*bTV^Tt>«tV>C i.aT/W^/VS ({fib. 

R«b asfltifesSr^UTV^Tt iV^C^eTyv^r/i^S©^^^ R 5b f^TK^M^T? 

ttTV^ti^C^BT/^/H ({fib. R5 b ^^^R7 b ©V^Ttb^^— ^dS N 

R5 b ^/u^R^^-m^— jf&, fcmm^x&z) &^th^frbmM-rz> 0 i 
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(III) 




(III) 



(IV) 



H 2 N 




(IV) 



2 4 5. X/l^^T5 K^^pft^^^ 
10 N- [[(4 n n ^^=/V) T^7] -2, 3-i?k Ko-1 

N- [[(3, 4-^^on7x^) 7^/] -2, 

N- (2, -4-^nn7x=;V7;P*y7$ K 

15 N- ( 2 , 4 — v 5 ^ T=r nXyyV^) — 5 — zfn ^^-fr? at V— 2 - 
5: K 

2-^^7t^7^ K— 5 — ^ nnapv 3mm; v 



2 4 6. ^/V^^T^ * N- [[(3, 4-^^nn7x-;^) T 

5; /] ^/V/j^/V] -2, 3-i?k f*P'<y/77>'-5-^*>'7^ 
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JztFN— (2,4-^no^y , /'f;l') — 5 — ~fxi=£zf-3r-7)s. is— 2 — -X/Vaft 



2 4 7. ^/V/}n^T^ K-a^b-^^/^ N n— -5 
2 4 8. jk^ff^PJ-WWi: ir^^Mi-^^^^^-^^^^-rs^ax) 




(IX) 



2 4 9. jftL^ff^M^IC/^ VEGF receptor kinase PJi : 

2 4 4 ~ 2 4 8 (D\^Ttlfr— ^ fr-fBic<£> 
2 5 0. VEGF receptor kinase ISMS 

,4d 



a*. — (xxiv) 



R 



x d " Y Y N "R 5d (XXIV) 



O 



K (XXIV) *K A d te\ 5£ 




^..1 v a13 A.. 11 

|sT R 11 ^N^N^ 

' 12 




,13 



R" R 

(^4^ R ld ' «\ ^-V X -V 2 -V 3 V 1 ^B^SSr^UTV^Tt) =fc 

R 6d CO-^$tl5lffci^-NR 6d --et^^5S*t!*t5 OCTs 
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ff^X^UTV^^ Jcv^c^eT/i^/v^ *m*^^b-cv^-cfe J^c 2 _ 



TV^T% iV^C,_ g ^ n 7;v-^;vS, ttS^f tTV^Tfe £v^C 6 _! 0 T V 



J:v^c 3 _ 8 ^^ n7/^;H^ g^X^^UTV^^ J:v^c 6 _ 10 T U --A^ 
g^S^LTV^^J^ 5 — 1 0 M^t n 7 U -;H^fc fifiS^f LT 
v^T & <£ 3 ~ l o at^^i^i" 5 ; v a 1 2 zklStip;^\ 

e^S^^TUTv^r % JcV^C^eT/V^/VSs g^S£r^L-cv>-c% £v^c 2 _ 



dr^/i^ IHl^f LTV^Tt)j;v^C3_ 3 ^^^7;^ :3 r;^l^ g^^^r^f b 
7 y g^S^UTV^^ J^3~i ol^fi-rnfSltfc 
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J^5~l Ol^rnT!i-/H, fi^is^r^ L"CV , »T%J:V ,| 3~1 Oi#^ 



7d 



R 



R 8 Vri 




R 

.w! 



w' 



3d' 



r7 \ 

R 8 0\^ 




W 1 N 



X 



> 



,3d' 



r' 



9d 




N 



R 3d ' 



LTV^Tfe <fc C 2 - 7 T is/l-'Sz'M fcfe 



LTV^t> £v^c 2 _ 7 T 



228 



WO 2006/030941 



PCT/JP2005/017228 



. dr^^^/Kn/Hf C O N V d 1 V d2 (5£>F. V d 1 £5 «fc V d 2 

^■-,vm, tIi^tLtv^t%J;V^C3_ 8 ^^^7;^^;^X^ g^^^r^U 
2 5 1. VEGF receptor kinase PJ.§#j|C/^ — Jt£5£ (XXV) 




(XXV) 
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[5£ (XXV) 4\ R le f*. 5£-V le -V 2e -V 3e (sfctK V le (*. f 



S-NR 6e CO--ei$tl5S^fc!4S;-NR 6e -T*t$tl§S^t!* 



b-cv>r 



% £V^C 6 _ 10 T V — /VX.ff^S^ bTV^T^ 5 ~ 1 OM^TPTD — 



LTV^t^>iV^C 1 _ a 7;^3^i/: 



-aretes 

x&^rb 



T % 3 ~ 1 01^ 



LTV^t%J:v^c 1 _ 6 7;v^Sx f tllrf LTV^T% j;v^c 2 _ 



TV^ , l)J;v>C3_ 8 ^^n7;i'^S, 

Bife^Sr^bTV^Tfc J^5~ 1 o 



tTV^T%j:V^C 6 _ 10 7 U 



LTV^tt £V^3~l OM^fi^TniSl, 



T J; V ^ C 1 _ 6 T ^ 3r i/ g * ft g K S W b T V > T % £ V > C 3 _ 8 is ? a T 
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,1e 




/S, =hoS, T^7*. fitS^f LTV^-C £v^C 1 _ & T;v^ ; vm, g 

^ u t v ^ x % «t v ^ c 2 _ 7 r /i/ =i ^ # = ;vs * r*s; - c o n v 

el V e2 (^"K V el *5 £t^V e2 te. ^rti/^tt^l^UTTK^i^^f-^fc^M^S 

w 1 e *3 x x$w 2 e « N n^e *i4!ftst b x tti & b x v ^ t & «t v * 

R 5e te. zksftlSH 1 . ftS?:f LtV^tt J^C^eT/l^/l^. g^XSr 

TV^-c%j;v^c 6 _ 1 oTy -;^tiH^tLTV^t% iv^ 5 ~ 1 Ol^rn 

2 5 2. R le ^d^T/^/H (fcfcU R le ISCj^T^/VMf LTV> 
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5 2 5 3. R le #M ^/V^f /U£5£ 



5 ; R a2 te. * h^r^S, ^ b^^I, 1 - ET^ U 

^3E. 4 -^e/v* y f ;V7 ^ ; If fcttv^^f ;^7 5 / S^rtft 

10 t5„) T?*$ti/5S*C*>5^ 1*^352 5 1 KHBtt<£E2Sg&J$4&. 

2 5 4. R le #M ^/^f 2 -pt h*c ^f;VStfc5s It^ 1 ! 2 5 1 KUB 

2 5 5. R 2e ^^7/StfciK-CONV ell V el2 tS$tl5i V e 
-C^J^C 6 _ 10 Ty — /l^S^K^LTV^^ 5~ 1 OI-TP79 

LTv^T% £i>c 6 _ 10 t y — /i-X N g#*£f^b-o^% 5-101 

n T y — /VK. g^SSr^" LTV*T «t 3 ~ 1 0 M^^^^^t" p 
25 LTV^tfeJ:V^C3_ 8 ;/^n7;vn d fv'S^f*t5o) tfc-S, H^iS 2 5 1 
2 5 6. R 2e ^^7/Sffc(i^-CONHV el5 T't^tl5S V e 1 6 




232 



WO 2006/030941 



PCT/JP2005/017228 



StfcliC 3 _ 8 ^^oT/V3= 3 rv'l^Mt5o fdfcU, V el6 te. 
5 2 5 7. R 2e ^-cONHV el7 -e*^tl5S V el7 te, TklJtJICT-. 

2 5 8. R 2e M-CONHV el8 -C*$tL§S (^^K V el8 f3. 7^mW^, 

10 1$Mo 

2 5 9. Y 1 ^^ 



fcs, if 3&II2 5 i ^faic©E^li.^^o 

15 2 6 0. R 3e *3 j:tKR 4e ^7X^^-e$>s N lf*^S2 5 1 icfBtt<z>£3!i&&4b. 
26 1. R 5e ^ 7 J<^M^ N C^jT/l'^ c 3 . 8 ^^n7;^;^fciic 6 



20 2 6 2. R 5e ^M^-AS, n:7°n t 0 /VX-C&>£K It^^i 2 5 

2 6 3. VEGF receptor kinase PJeLtS^W^ — $x5£ (V) 




71 



-10 
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5 2 6 4. VEGF receptor kinase PiLilr^jJf 

N- (4- (6-^77-7- (2 -7 h^^^ b^vO — 4 — * S V ;V) 

^rv'-2-7;Vtn7x=;I/) — N' - (4-7;^o7x=;l') 17 I^7 N 
N— (2 n n — 4 - (( 6 -v-T/ — 7 - (( 1 - 7 ^VV— 4 - fcT^ U 7/V) 

10 

N— (4- ((6-777-7 - (((2R) —3 - (i?if^r5/) — 2 — 

(4-7;vtn7i-^) ^1/7, 
N— (4- ((6-777-7- (((2R) — 2 - fc (1-fcTu 
15 UvV) 7nt» ^-^-7) -4-^7!);w) ^^v0 7 m— /v) — n' — 

(4 -;7/p;3-n7m— /IT) 7^7, 
4- (3-^nn — 4- (i/^n7nlf/V7^ 7*/^/V) 75 7 7^7 

v-) — 7 — 7 h^-^y — 6 — 3c J V l/JJ/lstf^c-f-^ Kn 
4- (3-^nn — 4- (i/^ n/n ^7 5 7*;^^) 75 7 7^7^ 
20 is) —7- (2-7 b^v^ h^tX) — 6 -=¥7 P 7#/V/j<3^5 K\ 

N 6 — n7n fcW— 4 - (3-^nn — 4- (((7^ n7n tW75 7) 

7^7) 7^7^v0 -7-7 b^7-6-^r7 !J 7^/VjS> 

N6— (2-7 h^i7^^/V) —4— ( 3 — 7 n n — 4 - ( ( in 7°n tf/V 
25 757) 7J/I^— /I^) 7 5 7) 7x7^r7) -7-7 f^7-6-^7!)7 

77/1^3^5 h\ 

N6— {2 —y JV^-a=^=^;V) —4— (3— ^ n n — 4- (({i/ p v^v \f ;V 

757) TJ/^-A-) 757) 7x7^7) -7-7 f^7-6-df7!)7 
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N6— s^h^ris— 4— — 4- ( ( ( is? u M°/VT ^ / ) #/ktfc 

N6-^f;V-4- — 4- (((i^^ n/n t>75 7) #/V/J^ 

N6-xf;V-4- — 4- (((^^n^ntVkT^ 7) #/ktfc;x. 

4- — 4- (^^n/n W^;*/^^) 75/7x7 

^» —7 - (2-7 h*c->^ h^ci/) >^J/^^^ h\ 

10 4- ( 3 - ^ n n-4 - (i/^ B7 P n t°;V7 5 7 T 5 / 7 =c y df- 

—7 - (2 - t Yxx^r-y^- h^ris) —6 -^7 U l^ft sU^^^f- 5. H\ 
4- (3-^nn — 4- (^7 n^P t°;l/7 5 7i7;V#-^) 7^/7i/^ 
-y) —7- ((2S) -2, 3 -5?fc Kn ^v^n fcf/V) ^"^^—6-^7 

15 4- (3-^pp-4- (7f^7 5 / ^/V/J^/I/) 7U7x;=3r7) -7 

4- (3-7nn-4- (^W^;/*;^^) 75 7 7x7^^) -7 

-y h^->-- 6 -=¥7 y ^^7 7k^^ih^ h\ 
N6-7 b^^-4- (3-^1313-4- (((xf;l/75 7) T 

20 y^y^v-) -7-7 b^^-6-^7yy*M>t5 H\ 

4- (3-^nn — 4- (iyy a^a fcVl^T 5; / Zr/Utf=- ;V) 75/7x/^ 

i/) —7 - (2 b^v^ h^vO —6 -^7!) i/^/l^/J^I^ K, 
4- (4- ((^7n7ntVV75/) ^/V/J^/V) 75/7x;^7) -7- 

(2 -y b=3riy^ fdf-v') - 6 -^y y k> 

25 N - ( 2 — — 4 - (( 6 -^7;W^^;P- 7 — y f^riX- 4 -^y y 7k) 

tf-^f) :7rc~/iy> — N' -i77n7 , nt 0 ;V7k7, 
N6- (2-t Kndfyxf/i/) -4- (3-y an — 4- ( ( (^7 n ^ a fc? 

;P7 5 7) jJ/VT$=./V) T^y) 7x7^7) -7-7 h^y-6-^7D 
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4 - (3 tn cr-4 - (1 — 7"* fcVV-7 5 7 7Vi$~?V) 7^7x/^ri/) 

4— (3-^pp-4- (c i s — 2 — y/V^-u — ci y°u fcf/VT 5 7 

tfc^/l7) T 5: / 7i/^) -7-7 h^->~ V ^tf/Vtf^f-^ K> 

N6-^f/V-4- (3-^nn-4- (((i/^a/ntVVT^;) #/V/J?~ 

/V) T5 7) 7*7 ^st) -7- (2-7 hdrix^h^^) - 6-^;uv 

N6-^f/V-4- (3-^nn-4- (((xf-;V7 5/ ) /V) 75 

4— a — 4 - (v'^D7 P nt>7 5/*;^^) 7^/7x7^ 

— 7- (2- (4— ^/W7^ y 7) 3i b^V) — 6 — 3^7 V ls%A''&* 

4 — (3-7no — 4— ( 2 - 7;^n xf;l/7 5 7 7577x 

7 ^-Z/) — 7 -7 h v-— 6 -dr7D 5 K> 

N6 - (( 2 R) rh7t Fn-2 — :7^~/l-7 ^/V) - 4— ( 3 — 7nn - 4 

- (((7W57) 757) 7x7^) 

6 -dp- 7 V ^^/V#^if5 
4— (3— — 4— (xf/V7 5 7*;^^) 75/7x;^) — 

7-7 h^i/- 6-^7!) F\ 
4- (3-^nn — 4- (((^a^otWr?/) 757) 7 

x7*V) —7 - ((2 R) - 2 — fc ( 1 - fcT u 17 ) 7 s 

cuKdriX) — 6 — 3=- 7 y ^#/V^=3rlJ-5 H\ 
N6-7 9VV— 4- (3-^nn-4- (((7f^7 5 7) #/V^^/t/) 75 

J) y^/^r^y) —7 - ((2 R) -3-^xW5 7-2— K Kn^iX 

N6-7^/V— 4- 4- (((xf;V7 5 7) tf/Vaff^/lO 75 

7) 7x7^^7) —7- ((2R) -3-^W5 7 - 2 — t Kn^J/ 
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N 6 -y^vk— 4- (3—? a a — 4- (((7 fvl^ 5 y ) #/J^ — /l") 7^ 

7) 7xy^v^) —7 - (( 2 R) - 2 — t Kn^r^- 3 - ( 1 - tfn U v 5 

7) ^a^vO -6-^/5^*^5 b\ 
5 N6-^f/V-4- (3-yaa — 4- (((rn5 : vV757) ^/P-^— 75 

7) ^^y^^) —7- ((2R) -2 — t KP^y-3- (l-t'n!) 

y) ^tz/K^) — 6 -=3ry V V^/Vtf^^ b\ 
N6-^f;l/-4- (3-^ a a — 4- (((^W^/) TJ/Vtf^/V) 75 

y) 7x/^y) —7- (( i -y ^/w- 4 -tr^y vvv) y b^^) —6 
10 -^ry y :/#/v#=^5 k, 

N6-y^7V— 4- (3 — ^ a a — 4 - (((xf;k75/) 75 

y) 7x/^r^) —7- ( ( i - y ^/v— 4 - tr ^ y vW y h3F"» —6 

N- (4- (6-^7/-7- -4-^r/'J;V) ^* 

15 ^y-2-7;Vtn7x^/V) — N' -^n7 , nt°;l'7V7^ 

N- (4- (6-^77-7- (3- (4-^*!)7) ^n^^^) -4- 
dr / t^y7x-;k) — N' - (3- ^-;V^;V^=-;V) 7x^;V) 

17 V7, 

4- (4— ((^D7ntVvT5;) #/i/#^/iy) 75/7i/^f^) -7- 

20 ^ b^y-6-^/py*;^>f 5 h\ 

4— (3— "7;V$rv — 4— ((2-7/Vtoxf ;V7 5 7) 77/V/^^/V) 757 

7x7=^y) — 7 - y Y^rls— 6 -3r7 y ^7JA-tf;^f-5 K\ 
N6- ( 2 f —4- (3-^nin-4— (((7 W5 7) 

7j/V#=./lx) 757) 7x7^^7) -7-7f^-6-^7!)^/^ 
25 f-5 F\ 

4— (4— (3-if/V)K F).-3-7;I^tP-7x7 d ey) - 7 — 7 h 

=^v=^y y 6 -TJ/v^^i/y Ti/vY (2-^77^) 7 

5 K 
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N— (4- (6- (2-^7 7^) *;W^^;W- 7 -y h=*r^- 4 — 3r 

5 fF^£*L5^ ^fc^^rtl/b^^^fP^'Cfc^s ft 3&*g2 4 9 S-fB»c7>|S^& 

2 6 5. VEGF receptor kinase PJTS^IC^ 

4— (3-^t3a-4- (->-y n^n fcVl^T 5 7 #/l^~/iy> 7^77x7^ 
v0 - 7 -y h^riX- 6 -^7 y ^#71^3^5; F\ 
10 4- (3-^t3a-4- (xf;^7 5: J 77 /l^ — ;V) 7^7i/^^) -7 

N6-^ (3-ynn — 4- (((^^a/ntV^? 7) jo 

7^7) 7x7 ^fi/) - 7-7 h*ci/- 6 -^7 V ^#71^3^5; K> 
4- ( 3 -y n u - 4 - (7f/1^7^/*;^^) 7^/717^7) -7 

15 — y h^y- 6-^7 y ^^/i^^i*-^ k 

N6-^ h^7-4- (3-yna — 4— (((xf;V7$7) 7* 
5:7) 7x7^7) -7-7 b=3f7-6-^7!/7^^f^ F 

2 6 6. VEGF receptor kinase PJ/WfeR 4- (3-^nn-4- (7^p7 
n tVP-T 5 y /IT) 7?;7x / — 7 - y b *^—6 - ^7 P ^77 

25 ^J~efe§. W^^2 4 9 KLlBttOESi&j&ft. 

2 6 7. VEGF receptor kinase W&fa'ft&s 4- (3-^nn_4- (iyyuT 0 
n t°/V7 ^ y^7 7V#=/V) 7 5; 77x7^7) — 7-y b ^— 6 - ^ y V 

/u-m^c-y-^ K<7>y y-^^/V/fr^^-^fe^ft*:® 2 4 9 ^ts^^is^ia^^o 
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2 6 8. VEGF receptor kinase PJ^JfeSttf^ — (XXVI) 



R 



4f 




o 



(XXVI) 



[5£ (XXVI) *K R llf «, TkSSDK^ e^tr^UTV^fc J:V^C 1 _ 6 T/^ 
5 — 1 OM^7P7y-;H, S^K^^UTV^Tfe 3 ~ 1 olifft 

v f 1 3 « , Bfe^jjR^ * it itmnm^- % n tier ; 

^~/l^ N gl&S&^LTV^Tt) iV^Cs-g^^ nT/V^/^, ffi^^^U 

R 5f te. tRMC^, StMf Ltv^t% £v , »c 1 _ e T/i"af-A'£ % B^*^ 

TV^^:t)J;V^C 6 _ 10 7y — /PS. g^SSr^TUTV^T^ 5 ~ 1 Ol^rn 
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2 6 9. R^^g^^^UTV^^ J^3~l 01^ 



6 8 {clfBft(D|S^J.^#)o 
2 7 0. R 11 f ^^-f^>emSP^fe51fm5 l«-b<Z>l 



"P JUS? 



X 



N 



o 




N 





N 



°4 J 




N 



HN 



o N o N O n 



HO 




X 




O 



A A 



Me. Me 



HO 





2 7 1. R 1 1 f ^ x 
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N 



Me 
HO 



HO 



G N 



N 



N 



2 7 2. R 12t &7kmm^-~efoZ>, It^l2 6 8 ^lBft(7>|Sm,m^^o 

273. v f i3 ^^i^^--^fcs, t#3&ii2 6 8 iz.mmcommw.&^o 



2 7 4. A 11 f ^PffJI^^fe^K lf^^2 6 8 ^|3«o(^IM^m^^o 

2 7 5. R 4f ^T^j^^fe^ |f*^2 6 8 }C|B«c©|M^S.^ 0 

2 7 6. R 5 ' ^ C ! _ 6 7;^/Hf fc ft C 3 _ 8 ^ n t 5 , If^^ 

2 6 8 ^fBft<D|S^|a^^o 
2 7 7. R 5f ^M^^*^fe§. ff3jtil2 6 8 ^15ft(DEi 



2 7 8. 
2 7 9. 



VEGF receptor kinase PlW^W^s — }t£5£ (VI) 



A, 



H 




N 



N 




N 





N 



O 




o 



N |^ 

HR3d R3d^^^/v^ N fc(i^^p/nt>S?:f ^f§ 0 ) 
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2 8 0. VEGF receptor kinase PJ.#4fc®#* N 

5— (2- (((4 - t Kn^r^- 4 - ^ f;Vt°^P v^^- 1 -^^) 
10 /V) 7^7) t°y^y-4-^^t^r^) -1H — fyK-^-l-*^ 

N 1 —*?->V— 5 - (2 - ((4-t Kn^i/lf^p v?/) T % S 

- 4 - tf y >W ^-df-v- lH-i-^"/ f— /v^/v^fsap-^ 5 F. 

(2- (((4- (t c ny^y-l-^;l/) tf^y-^-l 
15 j7;Vi$~;V) 75/) fc° P v 5 ^- 4 --f ^t^rv') - 1 H— 1 — f 

Nl-^f/v-5- (2- (((4- h 0 -<U^y-i 
--f/l/) 757) tfp v 5 ^- 4 -^T/V^-^v') - l h- l —4 

\s F—/v^7/v^>i?-5 F 
20 ^J:!^ 

N4- (4- (1- W5/) i;;Vt^-lH-5-^yK!);V) ^* 
df- v — 2 — t 9 V - 4 -^jIn y y^;i/#^f 1 5 K 





o 



o 
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2 8 1. VEGF receptor kinase W&WRffi* 

(1) N- (4 -/n*- 2 — Z7;V^xi -y^^-jV) — 7- [2- 
(1H-1, 2, 3-M)7^/V-l-^/V) ^h^V] d^^/p^— 4 _ 

5 7-;y, 

(2) N- (4 -^a^e- 2 ^cn^^) — 6— * V 3rV — 7 - [( 1 — 
y 5Vl/fc 0 ^y ^ — 4 - >f y y f— 4 -7^ ^ 

(3) 3- [(2, 4 - ^f/l/tfP- ;V- 5 — f/l7) y^W^] -2-^^KU 
y >\ 

10 (4) (Z) -3- (2, 4-v ? y?W-5- (2-^-^ry-l, 

yK^-3-^!)7y^f/V) - 1 H— tfn— /V- 3 — { ;V) -ypk°t^ 
y y 7^$/ H\ 

(5) 5- ( 5 --7;v^-u - 2 — tf-3f-y — 1 , 2 — S?fc Kn>f ^ /V- 3 — < 

y -t* >- y ^/v) —2, 4-^^-111-^13-^-3-*;^^!; 

15 Tts-y K (2-^W^;if/W 7? K 

(6) N, N-^f/^PW 3 - {5, 6, 7, 1 3-^ h7t Kn — 9- 
[(1 -y^/Wrc fdr^) y - 5 -tf-^y- 1 2H--T ^xV (2, 1 - 

a) t°no (3, 4-c) ^;W^-;V-1 2-^;W ^ntVl/i^r^K 

(7) 3— (4-/0^-2, 6 — — ^^v'/V^-^iX) —5- [3 — 
20 (4 — tfn y V s :/- 1 — ( ;V ;V) — ? W K] -^fyf7/wV-4- 

)t/;^>v'!; TVy K 75 b\ 

(8) N- {2-y^n-4- [(6, 7— V dp-> — 4 - ^iry* V Jr^r 

(9) 1- ( 4 - y n n T~ y 7 ) -4- (4-t°D 5?/vy ^VlT) 7^?^^ 
25 (1 0) N- {2-y nn-4- [(6, 7 - S?y b 4 - 7 0 /V) tf-^V] 

7 m —/i/} -n'- (5 -y ^/v- 3 --r y^-f-y y /v) yvr, 

(li) 4 — [(4 — y/vtf-n - 2 -y v K— /v— 5 — f/l7) ^-dp-^] -6 

[3- (tfnyv?y-i-^^) y'njK^-y] ^r^yyy. 
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(12) 6— [2— O =f-7ViJ ;V/<^4 7V) 7x-;^^7 ^] — 3— E — 

(13) 5 — .((Z) - (5 -7)V3rn— 2 -^~^y— 1 , 2-v ? t:Rn-3H— 
-fyF-;V-3-^!Jf^) ^^vV) -N- ((2S) - 2- t 

5 ^e/V/ft y is— 4 — f/i^n t?/v) -2, 4 - f ^- 1 h- t° p 3 - 

(14) 3- ((^r7 y 4 <f-;V) T^J) -N- (4- ( f !) 

(15) 6- (2, 6 - v 5 ^ n n r7cnrr/i/) -8-^f/l'-2-7i^7;; 
10 -8H-f!) K[2, 3 - d]fc° y 5 v 5 ^- 7 -;*->\ 

(16) 2 - ((1, 6-^tKn-6 -^"^y-fc o y v?^- 3 —J A** f/V) T 
^J) — N— (3- (MJ7;vtn^f;v) 7x^;i/) — 3 - fc° V iff — % ;v 

(17) 4- (4- (4-7nn-7x-;l/7^/) -7n[2, 3-d] K° V f 
15 v*>-- 7 — i;V^r^r-y^ =f-;V) - t? y 2 — ^A^Sf- V V y 9 Tis-y K 

(18) N- (3 - h y y/V^-in^^/V- 4-^n ay^^/P-) -N'~ (4 — (2 

(19) 4 -T 5: J - 5 -y/V^-n - 3 - (6- (4 - t°^7^^- 1 
20 - 1 ^ jfy**- >\>- 2 — < ;V) -lH-^r7Py-2-t 

(2 0) 4- (4- (1 — / - 1 ^=f-;V) —~7^~;V) -2 - (4 

- (2 - !J y - 4 -^;V-xf ^) -7x^75/) -t°y^i>V- 
5 h y /V, 

25 (2 1) [6- [4- [(4 — rn^vUf^^-^V— 1 — -0*0 T 7 ^ — /V] 
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